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| N ANY study of disease, it is interesting to 
read the early literature and to contrast with 
it our present views and methods. Our pres- 
ent knowledge of carcinoma of the prostate has 
developed to such an extent that everyone recog- 
nizes the relative frequency of its occurrence, so 
that it is somewhat of a surprise to read that 
Wolff,’ only as long.ago as 1899, could find but 
83 cases reported in the literature up to that date. 
In 1906, Young* first called attention to the fre- 
quency of carcinoma of the prostate, in an analysis 
of 318 cases of prostatic obstruction in which he 
found 68 cases of cancer (21 per cent). Four re- 
cent articles have appeared which demonstrate, 
without any question, the great frequency of this 
condition. Muir,* in 1934, in routine autopsies on 
men over sixty found an incidence of 13 per 
cent in whom carcinomatous areas were seen 
on sections from the prostate gland. Rich,* in 
1935, in 292 consecutive autopsies on men over 
fifty dying on all services of the Johns Hopkins 
Hospital, found an incidence of 14 per cent. He 
concluded that the true incidence must be very 
much higher, because he studied only one routine 
section of the prostate gland in each case, and 
therefore must have missed some areas of malig- 
nancy in at least some of the cases. Moore,° in 
a series of routine autopsies at Viennese hos- 
pitals in which serial sections were cut, found 
an incidence of 17 per cent. Gaynor,’ in 1938, in 
an extensive report on the pathology of prostatic 
carcinoma, studied multiple sections of the gland 
in 1000 autopsies on men over forty and found 
an incidence of 18.4 per cent. Thus, in a rela- 
tively short space of time, the conception of this 
disease has been changed from that of a clinical 
rarity to that of one of the most frequent malig- 
nant diseases affecting men. 

Gaynor confirmed the observation of Moore 
*From the Brady Urological Institute, Johns Hopkins Hospital, Baltimore. 
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and of Rich that the incidence increased with age; 
38.7 per cent of his cases in which the patients 
were eighty to eighty-nine years of age were found 
to show malignant disease. He also made the 
interesting observation that in some of his cases 
two or even three distinct primary growths could 
be demonstrated. These studies of such early car- 
cinomas are particularly interesting as they pre- 
sent conclusive evidence as to the origin of the 
growth, which is, of course, of great clinical sig- 
nificance. 


In a study of operative specimens in which both 
carcinoma and benign prostatic hypertrophy were 
present, Geraghty,’ in 1922, found that with a 
single exception the posterior lobe was carcino- 
matous. In Moore’s autopsy series, the carcinoma 
was localized in the posterior lobe in 73.5 per 
cent of cases. Rich notes that the growths are 
situated near the outer margins of the gland and 
that there is a tendency to invade the capsule, and 
states that carcinoma may arise also within the 
newly formed tissue of a nodular hypertrophy, but 
that the situation of the early tumor suggests that 
the non-hypertrophied prostatic senile tissue and 
compressed atrophic glands are the favorite sites 
of origin. Gaynor found the posterior lobe in- 
volved in 60 per cent of cases, the anterior lobe in 
29 per cent, the lateral lobes in only 10 per cent 
and the middle lobe in 0.5 per cent. He found, 
moreover, that in 98.5 per cent of his cases the 
neoplasm began at the periphery of the lobes. 


In early carcinoma of the prostate, a small nodule 
first appears which extends slowly upward in the 
region of the seminal vesicles, later infiltrating the 
whole gland and the region beneath the trigone, 
but usually only in the terminal stages does it 
invade the muscular wall or mucosa of the blad- 
der. Microscopic infiltration of the perineural 
lymphatics can be demonstrated, followed by me- 
tastases to the pelvic glands and thence, charac- 
teristically, to the bones of the pelvis. Depending 
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on the degree of infiltration around the neck of 
the bladder, there is a varying degree of urinary 
obstruction. In spite of its usual origin, less than 
1 cm. from the rectal wall, the latter structure is 
rarely invaded, because between it and the prostate 
there lie the surgically important anterior and 
posterior fascias of Denonvilliers. which are de- 
scribed as devoid of lymphatics and which, there- 
fore, prevent the extension of the growth. 

Clinically, carcinoma of the prostate is known as 
a disease of slow development. The very fact that 
it is symptomatically silent for a long time makes 
its early diagnosis extremely difficult. On account 
of the fact that clinical symptoms usually do not 
occur until the growth has progressed to a sufh- 
cient degree to cause urinary obstruction, metas- 
tases are often present when the patient is first 
seen. In Bumpus’s® series. 25 per cent of patients 
showed metastases at their first examination, and 
Barney and Gilbert’ noted metastases in 58 per 
cent. 

From this brief consideration of the main facts 
that we know about the origin, extension and 
metastases of this disease, it is evident that an 
early diagnosis, before the neoplastic process has 
extended beyond the capsule and into the seminal 
vesicles, is essential, chiefly on account of the fact 
that these patients have no symptoms of sufficient 
degree to require them to seek medical advice. 

It is, unfortunately, a general impression among 
the medical profession that carcinoma of the 
prostate is always a hopeless disease, but there are 
among the records of the Brady Urological Insti- 
tute reports of 91 cases in which the diagnosis 
was made sufficiently early to carry out a radical 
extirpation; all but 1 of these have been followed 
long enough to demonstrate beyond doubt that, if 
a diagnosis can be made before the disease has 
advanced too far, a surprisingly high proportion 
can be considered as surgical cures. 

The diagnosis depends on the demonstration of 
a hard nodule or area, described either as of third- 
degree induration or of almost stony hardness, in 
the gland on rectal examination. In extensive 
cases there is no difficulty in making a diagnosis. 
‘In early cases, where only a small area of indura- 
tion can be felt, the diagnosis may be extremely 
dificult; furthermore, cases of this type, unless 
associated with some degree of benign prostatic 
hypertrophy, rarely present symptoms, so that our 
greatest hope of recognizing them early lies in 
the routine medical check-up, which in all men 
above the age of forty-five should never be under- 
taken without a careful rectal examination. 

Carcinoma of the prostate, from the clinical 
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standpoint, can be conveniently divided into four 
main groups. 

Group 1 includes those cases which have few if 
any symptoms referable to the urinary tract, but 
in which either the growth, on rectal examination, 
is found to extend beyond the capsule into the 
membranous urethra, into the seminal vesicles or 
into the base of the bladder, or glands can be pal- 
pated in the perivesicular tissues. In other words, 
these are cases in which complete operative re- 
moval of all the malignant tissue is obviously im- 
possible. In view of the absence of symptoms and 
clinical evidence of obstruction, no operative pro- 
cedure should be carried out in these cases, but 
there is considerable divergence of opinion as to 
the type of treatment that should be instituted. 
Some clinicians believe that these patients are 
best left without any treatment whatsoever, and 
it is quite true that in some cases of this type, 
even though the disease is extensive when the 
patient is first seen, its progression, even in the 
presence of demonstrable metastases, may be ex- 
tremely slow, so that the patient may have several 
years of comfort before symptoms develop. Other 
clinicians advise deep x-ray therapy, directed not 
only to the gland itself but also to the probable 
areas of metastasis, while still others advise radium 
applications given through rectal and urethral ap- 
plicators or by direct implantation of radium seeds 
or needles into the gland itself. It is extremely 
difficult, even in a long series of cases, to deter- 
mine accurately the true efficacy of these various 
methods, especially if one considers the different 
inherent biological qualities of each growth and 
the probability that microscopically and clinically 
similar tumors may respond differently to various 
forms of therapy. 

It is the impression of the staff of the Brady 
Urological Institute that, in the majority of cases, 
the local growth can be made to retrogress or at 
least be held in control by the judicious use of a 
combination of radium and deep x-ray therapy. 
While no definite retrogression of metastatic 
areas has been demonstrated in the x-ray films, 
there is no question that pain, especially that 
from pressure on nerve roots, can in most cases 
be satisfactorily controlled, at least temporarily, 
by deep x-ray therapy. Therefore, in this par- 
ticular group where urinary symptoms are ab- 
sent, it has been our custom to institute radium 
and x-ray therapy. Certainly in numerous cases 


rectal examination has shown a most marked re- 
trogression of the local growth, with disappear- 
ance of the characteristic nodules and areas of 
stony hardness; some individuals were carried 
through their disease until death occurred from 
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general metastases and cachexia; hence we believe 
that obstructive phenomena can often be prevented 
in these cases by a combination of radium and 
deep x-ray therapy. 

Group 2 includes those cases with varying 
degrees of obstructive symptoms and signs in 
which the growth has extended too far for any 
hope of complete operative eradication. In many 
clinics, this type of case is treated by some method 
of transurethral resection, and following the ad- 
vent of this most valuable addition to the urologi- 
cal armamentarium, it was our custom for some 
years to use it almost exclusively. However, in 
many of the larger neoplasms, especially those as- 
sociated with benign prostatic hypertrophy, in 
which considerable amounts of tissue had to be re- 
sected to relieve the obstruction, the postoperative 
course was complicated by persistent ulceration, 
infection and, in some cases, recurrent hematuria, 
with resulting symptoms of pain, frequency and 
urgency. In this type of case, better results have 
been obtained by enucleation of the obstructing 
lobes and nodules "through a perineal exposure. 
The postoperative result is better by this technic 
and the progression of the disease is definitely 
inhibited. 

In the smaller growths which are still too far 
advanced for radical cure, and which resemble 
benign median-bar obstruction or contracture of 
the vesical orifice of the so-called collar type of 
benign hypertrophy, there is no question that trans- 
urethral resection is the ideal method to employ, 
so that, in point of fact, our attitude in regard to 
malignant disease is quite similar to our method of 
procedure in dealing with the benign obstructions, 
in which we limit transurethral methods to the 
contractures, the median bars, the slight degrees 
of intravesical collar-type hypertrophies and small 
intraurethral intrusions. 

Cases of this group were formerly treated by 
permanent suprapubic cystostomy, and of course 
in those in which uremic manifestations were 
present there was usually a marked improvement 
in general health. It can scarcely be denied, 
however, that a permanent suprapubic tube is a 
great burden, and to those condemned to such an 
existence, with the possibility of recurrent infec- 
tion and stone formation, a life of invalidism is 
about all that can be expected. Therefore, the 
aim of any surgical procedure for these unfortu- 
nate patients should be to preserve urinary func- 
tion in as nearly a normal condition as is possible 
under the existing circumstances. 

Group 3 includes those cases without urinary 
symptoms in which the neoplastic growth has not 
extended beyond the capsule, into the membranous 


CARCINOMA OF THE PROSTATE — COLSTON t 


207 


urethra or beyond the bases of the seminal vesicles, 
but in which metastases can be demonstrated by 
the x-ray film. In other words, were it not for 
the presence of these latter manifestations, one 
might hope by radical operation to remove com- 
pletely all the tumor tissue. It seems fairly ob- 
vious that in these cases, which have neither symp- 
toms nor signs of obstruction but in which the 
presence of metastases precludes the possibility of 
complete eradication, no operative procedure 
should be done, and it has been our custom to 
treat these cases similarly to those in Group 1, 
that is, by a combination of radium and deep x-ray 
therapy. It might be argued that even in the pres- 
ence of metastases, complete removal of the local 
disease might prevent the development of future 
obstruction, but we have found that with definite 
bone metastases, in many cases at least, death 
ensues before obstruction develops, and that con- 
servatism is the method of choice, because by 
radium and x-ray therapy the development of ob- 
struction may be prevented; indeed, if obstruction 
should ultimately develop, it can be handled by 
transurethral resection or perineal prostatectomy, 
as the circumstances indicate. 

Group 4 includes those cases considered suitable 
for Young's radical operation. The neoplastic 
process must not extend outside the capsule of the 
prostate or into the membranous urethra to any 
great extent or beyond the bases of the seminal 
vesicles. These criteria are, of course, determined 
by careful rectal examination. In addition there 
must be no metastases demonstrable on general 
physical examination or by x-ray film. Other im- 
portant factors, such as the general condition of the 
patient, his age and probable life expectancy, must 
be carefully weighed, and will eliminate some cases 
which might otherwise be considered as suitable 
for complete eradication by radical operation. It 
is obvious that an early diagnosis must be made 
if we are to recognize such cases before the disease 
has extended too far. Many of these patients 
have few obstructive symptoms, and the early le- 
sion has been recognized in the course of the 
complete physical examination by a keen clinician 
who has found an area of suspicious induration 
in the prostate on rectal examination. In other 
individuals, more fortunate, perhaps, the early 
carcinoma is associated with benign prostatic hy- 
pertrophy, so that the symptoms arising from the 
latter condition have caused him to seek com- 
petent medical advice. In any event, on account 
of these factors, especially the difficulty of early 
diagnosis, few urologists will encounter a large 
series of cases suitable for the radical operation 
until clinicians — medical, surgical and urological 
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— have become more alert in looking for cancer of 
the prostate and more suspicious of even small areas 
of marked induration. Many more cases will then 
be recognized in the early stages, when hope for 
a radical cure by operation can still be entertained. 

The diagnosis is, of course, often difficult, and 
the differentiation of localized sclerotic and inflam- 
matory areas in the gland may be impossible. In 
a few cases, areas of tuberculous calcification or 
stone may be confusing, although in the latter con- 
dition x-ray examination is usually conclusive. We 
have had no experience with aspiration biopsies, 
believing that the recognition of malignant dis- 
ease in such small sections as are available by this 
method must be inaccurate; even with a good 
frozen section, it requires a skilled pathologist of 
long training to make a dependable diagnosis, and 
in addition one cannot escape the theoretical ob- 
jection that malignant cells may be transplanted in 
the tissues outside the prostatic capsule during the 
withdrawal of the aspiration needle. It is our 
custom, therefore, to acquaint the patient with the 
situation, obtain his consent for radical operation, 
prepare him for this procedure and then expose 
the suspected area through the usual perineal in- 
cision, and to depend entirely on frozen sections 
taken from this area to confirm the diagnosis in 
all doubtful cases. This method has been ex- 
tremely satisfactory, requires only about ten min- 
utes and has proved to be a source of great reas- 
surance to the operator. 

The radical operation has been undertaken in 
too few clinics in this country. Its difficulty has 
been stressed by some urologists, but any surgeon 
with thorough training in perineal work and giv- 
ing sufficient attention to detail can carry it out 
successfully. This statement is borne out by the 
fact that successive residents at the Brady Uro- 
logical Institute have performed this operation 
successfully on at least a few cases and without a 
fatality. 

The operation requires a somewhat longer time 
than does prostatectomy for benign hypertrophy, 
but postoperative shock and hemorrhage, when 
combated by the usual procedures, can be easily 
controlled and are negligible factors. 

‘The question of hospital mortality has been 
raised. Our figure of approximately 6 per cent is 
not unduly high, and can be favorably compared 
with mortality figures of operative procedures for 
the removal of malignant disease in other regions 
of the body. In our series, at least, postoperative 
complications have been minimal, and certainly 
no more prevalent than they are following the 
operation for benign hypertrophy. The perineal 


incision heals just as well as in the benign cases, 
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if not better; while an occasional case of perineal 
urinary fistula has occurred temporarily, this has 
healed promptly, and there is no record in any 
of our cases, which have been followed as com- 
pletely as possible, of a persistent urinary fistula. 
In a few cases, stricture at the site of the anasto- 
mosis, manifested by diminution in the size and 
force of the urinary stream, has been noted at 
subsequent follow-up examination. This condi- 
tion, however, has always readily responded to 
simple dilatation. 

There has been a widespread impression, among 
those who are unfamiliar with the radical proce- 
dure, that total incontinence is an inevitable re- 
sult of the operation, and this unwarranted belief 
has done much to discourage surgeons from per- 
forming the operation. One can readily under- 
stand how any surgeon would wish to avoid an 
operation which left his patient totally inconti- 
nent, but even if this were the fact, many patients 
would prefer this condition to undergoing the 
usual progress of the disease, with its attendant 
suffering and obstruction. 

The question of incontinence depends on the 
degree of injury to the external sphincter. In some 
cases where the disease has progressed beyond the 
apex of the gland into the membranous urethra, 
for complete eradication of the malignant process 
a certain degree of damage must be expected and 
a varying degree of incontinence will result. But 
if this has not occurred, the membranous urethra 
may be divided a few millimeters in front of the 
apex without fear of recurrence at this point, and 
the external sphincter may be completely pre- 
served. It is obvious, then, that if incontinence 
does occur, it must be due to injury to the sphinc- 
ter by sutures placed to complete the anastomosis 
between the stump of the urethra and the neck of 
the bladder, and our experience, during the last 
three years, in the use of sutures placed particu- 
larly to avoid constriction of the muscular struc- 
tures of the sphincter tends to bear out this im- 
pression. The anastomosis must, of course, be 
adequately done, but we have given up the — 
constricting sutures formerly ‘used and have in- 
stead adopted three loosely tied mattress brah a 
method devised by one of our former residents, 
Dr. Samuel A. Vest’® (Fig. 1). The lateral su- 
tures are drawn out through the muscles of the 
perineum and tied there. The anterior suture 
is placed but is not tied, and one end is tied to a 
corresponding end of the lateral stitch, which has 
already been tied. In this way, constriction and 
actual cutting of the sphincter by the sutures can 
largely be avoided. Since the adoption of this 
method, urinary function was found to be ex- 
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cellent or good in 68 per cent of all cases, although 
it is only fair to state that many of the patients in 
whom the older methods of anastomosis were 
used have attained perfect urinary control. 

In the last three years, 34 cases have been oper- 
ated on, using various modifications of Vest’s tech- 
nic. None of these patients were totally inconti- 
nent. In 14 cases (41 per cent), either on dis- 
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some form of apparatus, although there was no 
urinary leakage when recumbent. However, cer- 
tain of these cases have been recently operated on, 
and there will probably be progressive improve- 
ment, in at least some of them, with the passage 
of time and the improvement of the condition of 
the muscle. Furthermore, in some of the results 
classified as fair or poor the extension of the dis- 
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Figure 1. The Anastomosis of the Stump of the Membranous Urethra 


to the Bladder by Means of Three Nonconstricting Mattress Sutures 


(Vest’s technic). 


Reproduced from Surgery, Gynecology and Obstetrics 


(70:935—937, 1940) by courtesy of the publisher. 


charge or follow-up, control was excellent and 
there was no urinary leakage. In 9 cases (26 
per cent) control was good; no apparatus was 
necessary, but the patient complained of the loss 
of a few drops of urine on coughing, sudden mo- 
tion and so forth. In 6 cases (18 per cent) control 
was fair; the patient was partially dependent on 
some form of apparatus when on his feet, but 
could go for some hours at a time without leak- 
age. In 5 cases (15 per cent) control was poor; 
the patient when up and about was dependent on 


ease near the apex necessitated removal of more 
of the membranous urethra, so that it was ex- 
pected at the time of the operation that ultimate 
urinary control would be somewhat impaired. In 
view of the objective that we strive to attain, that 
is, total eradication of a malignant process, we do 
not believe that the operation can be condemned 
when this summary of the functional results is 
considered. 


Before discussing the question of ultimate re- 
sults, a case will be briefly reported which illus- 
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trates two important points: the need of com- 
pletely removing the seminal vesicles, and the fact 
that, even if recurrence takes place, it may not 
interfere with a good functional result. 


D. D. M. (B. U. I. No. 12519), a 51-year-old man, was 
first seen in June, 1924, complaining of mild obstructive 
symptoms and terminal hematuria. Physical examination 
was irrelevant except for slight cardiac hypertrophy and 
hypertension. On rectal examination, a diagnosis of early 
carcinoma of the prostate was made, the neoplastic process 
involving chiefly the right lateral lobe, without extension 
beyond the apex or into the seminal vesicles. X-ray exami- 
nation showed no evidence of metastases. The sulfoneph- 
thalein test and blood-urea level were within normal 
limits. 

On July 2, Young’s radical operation was carried out 
under caudal anesthesia. The whole prostate was removed 
in its capsule, together with the lower two thirds of the 
seminal vesicles. The latter were soft and there was no 
gross evidence of invasion, so that the operator did not 
consider complete removal of these structures as essential. 


Figure 2. Operative Specimen: Section showing typical 
adenocarcinoma of the prostate (low power). 


The anastomosis was carried out with three interrupted 
stitches, uniting the stump of the urethra and external 
sphincter to the cut edge of the bladder wall distal to the 
trigone. 

Microscopic examination of the operative specimen 
showed typical adenocarcinoma (Fig. 2). 

* The postoperative course was uneventful, and the patient 
left the hospital on the 32nd day, voiding without difficulty 
and with excellent urinary control. 

The patient was seen at yearly intervals following opera- 
tion and remained in excellent condition with a perfect 
functional result, but on rectal examination an indurated 
area was noted behind the base of the bladder, which was 
considered to be scar tissue, as there seemed to be no pro- 
gressive enlargement of this area. In January, 1928, a 
cholecystectomy was done for acute cholecystitis, following 
which postoperative retention occurred and catheterization 
was necessary for 2 days. Urinary function then again 
became normal. In 1936, the patient had a definite coro- 
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nary attack and the blood pressure was found to be 
234/178. He died in April, 1939. 

A complete autopsy, done at the Billings Hospital, 
Chicago, showed cardiac hypertrophy and dilatation, coro- 
nary sclerosis and healed infarcts of the myocardium. 
The kidneys, pelves and ureters were essentially normal. 


Figure 3. Autopsy Specimen: Section through retrovesical 
mass showing extensive carcinomatous invasion (low 
power ). 


The bladder was normal except at the trigone, where the 
mucosa was wrinkled and a puckered, scar-like area, with 
a smooth overlying mucosa, was present. The prostate 
was absent. Under the bladder, in the region of the upper 
part of the seminal vesicles, there was a firm mass, 5 by 3 
cm., chiefly on the right side, not adherent to the rectum. 
On section it showed a group of thick-walled tubules 
embedded in scar tissue, and one region showed dilated 
cystic spaces with reddish and yellowish contents. 
Microscopic examination showed the remnants of the 
vesicles to be thickened and fibrotic, with hyaline and 
mucoid interstitial changes and vascular sclerosis. The 
epithelium of the vesicles was relatively normal, although 
atrophic and desquamated in areas. Throughout the 
stroma and invading the nerves at the edges were nu- 
merous well-differentiated adenocarcinomatous structures 


(Figs. 3 and 4). 


This case was considered as cured, and had it 
not been for the very complete autopsy, it would 
have remained so classified. It is worthy of note 
that the tips of the vesicles were not removed 
at operation, as no gross involvement was de- 
monstrable in the vesicles. It is obvious that tu- 
mor tissue must already have been present through- 
out the vesicles, and the findings in this single 
case certainly support the contention that in all 
radical operations the vesicles should be com- 
pletely removed. It is furthermore extraordinary 
that the tumor tissue left behind at operation 
should have grown so slowly, with little or no ex- 
tension and no demonstrable metastases, over a 
period of fifteen years. Certainly the original 
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neoplasm in the prostate, which though circum- 
scribed was fairly extensive, would have progressed 
to produce obstructive symptoms in this length 
of time. Smith’’ has contended that the radical 
operation should be done in suitable cases, even 
when it is obvious that the disease has extended 
beyond hope of complete eradication. He has also 
expressed the view that by complete removal of 
the prostate and seminal vesicles the main por- 
tion of the neoplasm is eradicated, the later de- 
velopment of obstruction is prevented and, in 
most cases at least, the remaining neoplastic tis- 
sue, situated, as it is, high up between the pos- 


Figure 4. Autopsy Specimen: Section through tip of semi- 
nal vesicle showing invasion by adenocarcinoma, simt- 
lar in type to the neoplasm in the operative specimen 
(low power). 


terior bladder wall and the rectum, grows so 
slowly that it produces no symptoms. Certainly 
the case cited bears out this contention in every 
particular. It is our intention to carry out the 
radical operation in more extensive cases in the 
future, because we believe that although this pa- 
tient was never cured of his disease, no other 
operative procedure or method of treatment could 
have carried him through fifteen years entirely 
without symptoms and with such an excellent 
functional result. 


The radical operation for cancer of the prostate 
has been done in 91 cases, with 6 hospital deaths, 
an operative mortality of less than 7 per cent. 
One patient died of surgical shock and hemor- 
rhage; 1 of septicemia following a_periurethral 
abscess; 1, a most unusual case, of cachexia as a 
result of generalized peritoneal carcinomatosis 
not recognized preoperatively; and 3 of anuria 
from ureteral obstruction probably due to tension 
on the intramural portion of the ureters from the 
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anastomosing sutures. There was one period in 
which 26 cases were done without mortality, and 
another in which 23 operations were performed 
without a death. 

We have been able to follow every patient, with 
a single exception. There are 44 patients who 
were operated on five or more years ago. Nine 
patients died five or more years after leaving the 
hospital, and were reported by their physicians 
to have had no evidence of recurrence or metas- 
tasis. There are 10 patients living and well, with 
no clinical evidence of recurrence or metastasis, 
who were operated on over five years ago: 1 pa- 
tient is well twenty-five years after operation, 
1 thirteen years, 1 twelve years, 1 ten years, 1 nine 
years, 1 six years and 4 five years. 


Among the 43 patients followed five years or 
more, in 5 cases the prognosis was unfavorable 
before operation and the procedure was under- 
taken with the idea of removing as much of the 
malignant tissue as possible, but without the hope 
of a clinical cure. If these cases are deducted 
from the 43 which have been followed, there are 
38 cases in which the radical operation, with a 
favorable preoperative prognosis, was done five 
or more years ago. Of these patients 19 (50 per 
cent) lived five years or more after operation with- 
out evidence of recurrence or metastasis. Certain- 
ly this percentage compares favorably with the 
results of operative procedures undertaken for the 
eradication of deep-seated malignant disease in all 
other regions of the body. 


SUMMARY 


In the last forty years, the orthodox conception 
of carcinoma of the prostate has been so modified 
by extensive pathological studies that it is now 
recognized as one of the most frequent, if not the 
most frequent, type of malignant disease in men. 
Clinical cases can be very concisely divided into 
four groups, in each of which different methods 
of treatment should be employed. The objective 
of all treatment should be the preservation, as 
well as possible, of normal urinary function. Su- 
prapubic cystostomy, which was formerly so often 
used as a routine measure, should be reserved for 
the occasional case in which operative procedure 
to preserve urination through the normal chan- 
nels is contraindicated. 

In Group 1 are included those cases with few if 
any urinary symptoms in which the growth has 
extended too far for complete radical excision. 
These should be treated by a combination of ra- 
dium and deep x-ray therapy. 

In Group 2 are included those cases with vary- 
ing degrees of obstructive symptoms in which the 
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growth has extended too far for complete radical 
removal. These are best treated either by trans- 
urethral resection of the obstructing tissue or by 
enucleation through a perineal incision, espe- 
cially when the carcinomatous process is associ- 
ated with any degree of benign prostatic hyper- 
trophy. By the latter procedure the major part 
of the malignant process can usually be removed; 
any portions that may be left usually grow slowly, 
and in such a location that there is no recurrence 
of obstructive phenomena. Transurethral resec- 
tion used in cases of this type too often results in 
persistent ulceration and infection and the con- 
sequent necessity for repeated operative proce- 
dures. 

In Group 3 are included those cases which 
would be suitable for radical operation were it not 
for the presence of metastases. As in Group 1, 
these cases are best treated by a combination of 
radium and x-ray therapy. 

In Group 4 are included those cases which are 
suitable for Young’s radical operation. This op- 
eration has been carried out in 91 cases with a 
hospital mortality of less than 7 per cent. Of 38 
patients in whom the preoperative prognosis was 
favorable and who survived the operation, 19 
(50 per cent) lived for five years or more after 
operation. By means of recent improvements in 
technical details, especially in methods of suturing 
designed to complete the anastomosis between the 
stump of the urethra and the neck of the bladder 
without injury to the external sphincter, urinary 
function was found to be excellent or good in 
68 per cent of cases. 

These facts should be sufficient to impress the 
general medical profession that if carcinoma of the 
prostate can be recognized before it has progressed 
too far, an operative procedure with good func- 
tional results is available which will offer a five- 
year clinical cure in approximately 50 per cent of 
the cases. All clinicians — medical, surgical and 
urological — should therefore be stimulated to rec- 
ognize this disease in its early stages while hope 
of complete removal is still present. 

1201 N. Calvert Street 
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Discussion 


Dr. Georce G. Smitu, Boston: I have been doing this 
operation for some time and the only guide I had was 
the excellent description in Dr. Young’s book. I have 
never seen one of these operations as it is done in Balti- 
more, and consequently I was very much interested in 
the pictures Dr. Colston showed. I should like to ask 
about the closure of the bladder neck. I have brought 
the mid-point of the trigone to the urethra and sutured 
it. The results in 71 cases I have operated on in the last 
twenty years have been singularly parallel to those of Dr. 
Colston. There have been five hospital deaths, but in the 
last 50 cases only one, that of a man of eighty-four who 
died of shock. All the patients who died were men over 
seventy-five, so that as a general rule I do not perform 
this operation on men over that age. With transurethral 
resection they can be made comfortable. Of these 71 pa- 
tients, 29 died of the disease after having lived an average 
period of three years. Five were well for five to nine 
years. 

Recurrences were found in 30 of these cases. Includ- 
ing living patients, they were as follows: local recur- 
rence, 12 cases; carcinomatosis, 1 case; metastases in the 
bones, 3 cases; metastases in the lungs, 1 case; metastases 
in the spine alone, 7 cases; local recurrence and metastases 
in the spine, 6 cases. Nine patients died of other causes; 
4 lived for at least five years, the longest survival being 
nine years; none had signs of carcinoma. There are 4 
patients alive with recurrences, the postoperative years 
being eight, seven, four and a half and four. Twenty-one 
patients are alive and apparently well, 3 of these for at least 
ten years postoperatively, and 4 between five and ten 
years. The others were all operated on less than five years 
ago, so that statistics are lacking. Seventeen patients have 
enjoyed perfectly good health for at least five years after 
operation. 


The control of urination was poor in 6 cases; 2 of these 
patients had tabes dorsalis, while 1 had cerebral throm- 
bosis and was feeble-minded and so could not control 
urination. Three patients had fair control, and 62 good 
<o perfect control, the leakage consisting of a few drops 
on coughing, sneezing or other exertion. I believe that 
this operation is decidedly worth while. Hardly any pa- 
tients developed retention of urine. There has been little 
difficulty with stricture at the bladder neck and urethra, 
and this can be remedied by occasional dilatation. 


Dr. Colston and Dr. Young have done the major work 
on this operation, and I hope that more surgeons will 
take it up. I do not agree with the many writers who 
hold that by the time one can make the diagnosis it is 
too late. Many physicians have detected carcinoma of the 
prostate and sent patients to me, and they have been right 
in their diagnoses. Anyone who can feel the hard area 
in the prostate can make the tentative diagnosis. 


Dr. Crype L. Deminc, New Haven, Connecticut: We 
in the state of Connecticut have recently become inter- 
ested in carcinoma of the prostate and in its relative 
frequency. Last spring a symposium was held on this 
disease, and the Yale University Health Department was 
asked to estimate the number of possible cases in Con- 
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necticut. Taking the figures of autopsies and reports in 
the literature as a basis, it reached an estimate of 25,000, 
and as this looked too high it cut the figure in two 
before presenting it. In any event, the estimate shows 
that the frequency of this disease is outstanding. Since 
Connecticut as well as other states is encouraging clinics 
and evincing an interest in malignant diseases, we should 
make some attempt to cure carcinoma of the prostate. 
What is being done toward this end, and how many 
clinics are making an endeavor to cure this form of 
malignancy? I have done a number of radical operations. 
One patient is comfortable in his fourteenth postoperative 
year, several in their sixth year; pone show recurrences. | 
have always been, and still am, inclined to operate to cure 
this disease, wherever possible. The question arises in 
obstructive cases without bone metastases as to the better 
type of operation—a conservative perineal operation 
which gives satisfactory results so far as relief is con- 
cerned, or transurethral resection. The membranous 
urethra is sometimes invaded, but often not. The mucous 
membrane prevents growth into the urethra and is, 
hence, protective. If we remove it by transurethal re- 
section, we leave an open carcinomatous wound. Com- 
paring the perineal operation with transurethral resection 
has made me dissatisfied with the latter because the pa- 
tients void purulent urine as long as they live. Trans- 
urethral resection is not acceptable as a means of relieving 
carcinoma of the prostate with complete obstruction, for 
it does nothing to effect a cure. It is time for us to play 
our part and make an attempt to cure some of these cases. 


Dr. Gershom J. THompson, Rochester, Minnesota: We 
are all interested in the cure of cancer. Dr. Colston has 
called your attention to the fact that he selects for the 
radical operation only a small proportion of the cases that 


he is called on to treat, certainly less than 10 per cent. This / 


low percentage should not discourage those who are in- 
clined to be pessimistic, since this operation affords the 
hope of cure. Short of cure, one can accomplish a great 
deal in the relief of the patient. 

Dr. Smith has stressed the fact that subtotal removal of 
the carcinomatous prostate accomplishes a great deal. 
There is a lot to be said for the operation, radical or sub- 
total, in the face of an apparently incurable condition. I 
am sure that at Rochester we have not in the past been 
attacking this problem so optimistically as we should 
have, and we shall look forward to improvement in our 
attitude. But in the last ten years, through the operation 
of transurethral resection, we have accomplished for many 
patients relief of the symptoms, and that accomplishment 
has been very much worth while. In spite of the fact 
that there need be repetition of the operation before the 
patient’s death, we can adequately relieve the obstructive 
symptoms. That is something we should not lose sight of 
in the discussion of the radical operation. Granted that it 
is a wonderful operation, it is certainly a fact, unfortu- 
nately, that carcinomas of the prostate do not produce 
symptoms calling the attention of the patient or physician 
to it early enough. Examination of any old man is not 
complete unless it includes a rectal examination for carci- 
noma of the prostate. Let us stress that fact, and hope to 
accomplish cures by the operation that Dr. Colston has 
described this evening. 

Dr. Smiru: I should like to ask Dr. Thompson whether 
he uses any other method, such as radium or x-ray treat- 
ment. 

Dr. THompson: We use many other methods. We em- 


ployed in the past the perineal implantation of radium 
seeds in a series of cases; we have used extensive deep 
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x-ray therapy in far more cases. The final results are still 
uncertain. I recall a number of patients who gained re- 
lief for seven or eight years. I recently operated on a 
man of eighty-three on whom I had performed a resection 
seven years previously. He developed symptoms of ob- 
struction and I resected more tissue, and he again has what 
he regards as normal urinary function. Enlarging upon 
that fact, I disagree with the many surgeons who hold 
that results over a term of years cannot be regarded 
as satisfactory unless purulent urine and similar symptoms 
have been adequately controlled. Certainly we are inter- 
ested in relieving patients of other discomforts, and re- 
section restores the urine to an entirely normal status in a 
large proportion of cases. 


Dr. Ratpu H. Jenkins, New Haven, Connecticut: What 
is the true indication for a radical perineal prostatectomy? 
You described a case, as I remember the particulars, in 
which the carcinoma of the prostate began in the lateral 
lobe and spread to the vesicle. If it is over the vesicle 
then it is outside the capsule. 


Dr. FretcHer H. Corsy, Boston: The early radical re- 
moval of the prostate is a splendid idea, but very few cases 
are suitable for the operation. Perhaps seven a year come 
to the Massachusetts General Hospital. However, this 
procedure represents a fair attempt to cure cancer. I have 
performed the operation only five or six times, so that 
I am not so familiar with it as are others. It should be 
attended with a low mortality and moderately good but 
not complete urinary control. Its ability to effect a cure 
is uncertain. 

As regards the treatment of cancer by irradiation, our 
three years’ experience at the Huntington Memorial Hos- 
pital has shown rather poor results so far as the radio- 
sensitivity of carcinoma of the prostate is concerned. The 
large majority of cases suitable for irradiation have shown 
little or no response. Large doses amounting to 8000 to 
16,000 r are given. The patients have stood the exposure 
well, but the prostatic tumors have not shown the same 
degree of radio-sensitivity as have others. Only 1 patient 
has responded well. He presented himself with complete 
retention a year and a half ago, and transurethral resec- 
tion was performed. He was then given three courses 
with the supervoltage machine. I doubt if anyone here 
would now recognize him as having cancer of the prostate. 


Dr. Wii11AM C. Quinsy, Boston: Some of the variation 
in the attitude toward the treatment of carcinoma of the 
prostate is undoubtedly influenced by the facilities at the 
disposal of varying clinics. When radium first appeared 
we were hopeful that great results would be forthcoming 
in the treatment of carcinoma of the prostate as well as 
that of the bladder. Unfortunately, however, the results 
have been disappointing on the whole. Treatment by 
high-voltage x-ray has also been employed extensively 
in those clinics in which suitable apparatus was available. 
Definite progress, it is thought, is being made in the 
control, if not the cure, of prostatic carcinoma by this 
newer modification of x-ray, but thus far it would seem, 
in spite of a few cases,—one of which was reported by 
Dr. Colby, — that this method also cannot be relied on. 
An occasional patient is found whose tumor is definitely 
responsive to high-voltage x-ray, and after treatment the 
growth seems to disappear entirely. I have seen one such 
patient whose prostate, after extensive radiation, became 
apparently normal on physical examination. At the end 
of about three years, however, the cancer recurred. 

To my mind transurethral attack on a carcinomatous 
prostate is of no value except to relieve obstruction to the 
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bladder. There is also considerable evidence that a partial 
removal of a carcinomatous prostate by this method causes 
the remaining malignant tissue to take on an increased 
rate of growth. There is no doubt that transurethral 
resection aids some patients with carcinoma of the pros- 
tate, but in these it is my opinion that the material that 
is removed is merely benign hyperplastic tissue which 
overlies the carcinoma. 

Dr. Thompson's presence recalls a remark by Dr. Wil- 
liam J. Mayo several years ago, “If a surgeon in his fight 
against cancer has not about a 10 per cent mortality, he is 
not fighting the disease hard enough.” This opinion, 
made by a very wise and shrewd individual, I think we 
should all take to heart. 

If, by the ingenious operation that Dr. Colston has 
shown us, 91 patients can undergo total prostatectomy 
with only 6 fatalities, 3 of which were remediable, this 
operation has a great deal in its favor. 

There is no doubt that thoroughly trained surgeons 
are leaning more and more toward total prostatectomy 
for carcinoma, being disappointed by the effects of such 
agencies as x-ray and radium. It must always be remem- 
bered that in one out of every five cases with urinary 
obstruction the condition is due to cancer. We must 
fight this. 

Can Dr. Colston tell us what percentage of the total 
group of patients having carcinoma of the prostate these 
91 patients comprised, and in the other groups, what 
forms of treatment he advocates? 


Dr. E. Granvitte Crastree, Boston: Among the pleas- 
ures that come to those in the medical profession are 
the cases, often too few, in which a surgical procedure 
brings to the patient a long and useful life. One of my 
patients has arrived at the age of ninety-two without ever 
knowing he has had total resection of the type that 
Dr. Colston has mentioned, and has shown no sign of 
recurrence. I have not had good luck with my other 
cases. Nine of them were too advanced. There have 
been 3 of eight years’ duration and 2 between five and 
siX years. 


Dr. Corston (closing): I appreciate the stimulating 
discussion that has been carried on. As regards Dr. Smith's 
point about bringing the trigone down to the urethra, 
this procedure might be very valuable. I shall try it, 
for it may stop the constriction of the ureters responsible 
for most of our deaths. I am glad that Dr. Smith stressed 
the matters of age and and life expectancy. To those 


who encounter failure, one reason for it is too large a 
carcinoma, and the other too old a patient. 
Dr. Deming’s figures are alarming, since they run into 
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the thousands. But they are probably conservative, as 
judged by the results of the pathological investigations 
of Rich, and of Moore in Vienna. I agree with Dr. Deming 
as regards the cases in which there is a considerable 
amount of benign hypertrophy associated with carcinoma. 
Better results are achieved by perineal prostatectomy, 
with the removal of as much tissue as possible. 

In reply to Dr. Thompson, there are certain types of 
cases that are suitable for transurethral resection, especially 
where the process has extended beyond hope of radical 
cure and planes of cleavage will not open. 

In answer to Dr. Jenkins’s question about the indications 
for the radical operation: as I said, the case reported 
undoubtedly had carcinoma in the lymphatics outside 
the capsule, although we did not know that to be so. 
The operation is indicated when the growth is confined 
within the capsule, as ascertained by rectal examination, 
and has not extended into the membranous urethra, even 
though the bases of the vesicles are involved; if other 
conditions, such as I have outlined, are satisfactory, a case 
of this kind should be given the benefit of the operation 
in the hope of curing the patient, or of preventing recur- 
rence where the growth is cut off from the lymphatics. 


Dr. Colby is quite right in saying that the fact that 
we see so few cases is a tragedy. I do not see how this can 
be remedied except by the co-operation of physicians, and 
their training themselves to suspect any hard nodule that 
they feel on rectal examination. Very few physicians fail 
to make such an examination in patients over fifty, yet 
even so very few cases are seen by the urologist. I was 
interested in Dr. Colby’s belief that the radio-sensitivity is 
slight, but occasionally one sees a treated case where the 
diagnosis can scarcely be made. Application of radium 
through the rectum has been condemned, but we do it 
occasionally. In a few cases malignancy has been reduced 
to such a degree that diagnosis, without having seen the 
patients previously, could not have been made. 

Dr. Quinby asked what percentage these 91 cases rep- 
resent of the total number; that would be hard to say, 
but Dr. Thompson is right. I believe that of all the 
cases treated over a period of fifteen years, only 4 or 5 per 
cent were suitable for radical operation, which is of 
course discouraging. Dr. Quinby also asked what treat- 
ment is used when radical operation is not indicated. If 
there are no obstructive symptoms, we give surface appli- 
cations of radium, and sometimes we use x-ray in the 
hope that in the occasional case the growth may be 
stopped. In cases with urinary symptoms we use trans- 
urethral resection or perineal prostatectomy, depending 
on the indications. 
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RIBOFLAVIN DEFICIENCY* 
Report of a Case in a Child with Cure by Specific Treatment 
P. M.D.t 


PROVIDENCE, RHODE ISLAND 


deficiency as evidenced by 
cheilosis is new in the category of vitamin 
B deficiencies. Stannus,' in 1910, noted lesions 
on the lips which he linked with pellagra and 
its associated food deficiencies. Sebrell and But- 
ler? were able to produce these lesions in a num- 
ber of patients on a diet poor in riboflavin, and 
to cause their disappearance by the administra- 
tion of synthetic riboflavin. Oden, Oden and 
Sebrell® and Sydenstricker, Geeslin, Templeton 
and Weaver* report clinical cases in Georgia that 
were cured by specific therapy. More recently, 
Jolliffe, Fein and Rosenblum’ have noted the 
occurrence of this entity in New York City. Prac- 
tically all their cases showed manifestations of 
other deficiency diseases, such as pellagra, scurvy 


Treatment consisted of 1 tablet of Feosol twice daily, 
l ounce of tomato juice daily, and instructions to increase 
the diet in respect to milk, fruits, vegetables and meats. 


The patient was seen again at the clinic on September 26, 
and | teaspoonful of cod-liver oil three times daily and a 
6-gr. tablet of brewers’ yeast (Squibb) three times daily 
were ordered. There were no apparent skin lesions. 
At a third examination on December 9, a diagnosis of 
impetigo of the lips was made and the local application 
of a 2 per cent aqueous solution of gentian violet was 
advised. The next visit to the clinic was on January 2, 
1940, when lesions centered about the nose and lips were 
noted, which, according to the mother, had been present 
since the previous October. The patient had the appear- 
ance of a healthy, fairly well-nourished child, and the only 
complaint was anorexia. 

The diet of the family was restricted because of a lim- 
ited income, $6.00 a week being expended for food for 
the family of six. Meat was served once a week; a quart 


Ficure 1. Before Treatment. 


and polyneuritis, and many had alcoholism as a 
basis. 


Case Report 


A 6-year-old girl of Italian descent was first seen at 
a clinic for children in Providence, Rhode Island, on 
September 19, 1939; she had no appetite and was slightly 
underweight. She had been born prematurely and had 
had no cod-liver oil or orange juice since birth. She 
appeared healthy, and the physical examination was nega- 
tive except for moderate pallor of the mucous membranes. 
The clinical diagnosis was slight malnutrition, with possible 
anemia. 


*From the Children’s Clinic, Charles V. Chapin Hospital, Providence, 
Rhode Island. 

tVisiting physician, Out-Patient Department, Children’s Clinic, Charles V. 
Chapin Hospital, Providence. 


of milk was bought daily and was apportioned among 
all the members of the family. The diet consisted prin- 
cipally of starchy foods, namely, macaroni and potato. 
Fruits and vegetables were obtained only occasionally. 
The patient was the only one in the family to develop 
specific lesions. 

The average daily diet was as follows: 

Breakfast: coffee and milk, crackers. 

Dinner: mostly macaroni, mixed with beans and peas 
on alternate days; white bread in large quantities; 
potatoes occasionally; no other vegetables; no meat 
except on Sundays, usually in the form of meat balls; 
chicken very occasionally; no lamb or steak; no 
fruits; total milk ingested was about a glassful 
a week. 

Supper: leftovers from the noonday meal, together 
with an occasional egg. 
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The lesions were ulcerating in character and involved 
the upper and lower lips, together with deep transverse 
fissures at the angles of the mouth, not including the 
buccal mucosa. The lesions on the lips proper were 
at the line of closure, and were covered with a crust 
which on removal left a bleeding surface. The lips them- 
seives were not sore or inflamed, nor was there any 
swelling. The nasal involvement consisted of a fine, scaly 
desquamation at the mucocutaneous junction on the ala 
nasi. There was also a mild progression into the vestibule, 
with crust formation. Physical examination was otherwise 
negative. 

Because of the similarity of the symptoms to those in 
recently published reports, mentioned above, a diagnosis 
of vitamin B, (riboflavin) deficiency was entertained. 
Synthetic vitamin B. was the sole therapy applied. One 
mg. of Flavaxin (Winthrop) was given subcutaneously 
on January 4 and again on January 5. Some improvement 
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graphs shown in Figure 2 were taken at this time. 

Riboflavin was then given in the dose of 0.5 mg. daily 
until February 13, when it was replaced by 4 gr. of 
Tabloid Yeast Concentrate (Burroughs Wellcome & Co.), 
four times daily. 

When last seen, the patient’s appetite was still not very 
good but was improving. There were no other complaints. 
The family diet was being supervised by social agencies 
to ensure the presence of all essential foodstuffs. 


SUMMARY AND CONCLUSIONS 


A case is reported of a child who presented le- 
sions about the nose and lips similar to those 
described by others** as being due to a deficiency 
of vitamin Be (riboflavin). The diet was in- 
adequate, and was particularly lacking in the 


Ficure 2. After Treatment. 


was noted, so that 2 mg. was given on January 6, with 
continued improvement on January 7, but on January 8 
there was complete recrudescence of the lesions. At this 
time the photographs shown in Figure 1 were taken. 
In accordance with the therapy of Sydenstricker and his 
associates,* larger doses were given, and because of the 
ease of administration the oral method was selected. 
Riboflavin (Abbott) was given in doses of 15 mg. daily 
for 3 days. Two days from the beginning of the oral 
dosage there was complete resolution, with the exception 
of a slight persistence of the fissure at the angle of the 
mouth on the right. This showed a healthy, healing 
surface. Thereafter, 10 mg. of riboflavin was given for 
3 days. On January 18, 3 days after the discontinuance 
of the drug, the lips showed signs of a relapse. How 
much of this was due to exposure to cold was hard to 
determine, so that it was decided to postpone any decision 
as to the cause. On January 20, this disturbance had 
increased considerably. It appeared that there was a recur- 
rence; there was a superficial desquamation of the mucosa 
of the lips at their place of closure, accompanied by linear 
cracks, The fissure was more marked at the right angle 
of the mouth. Three milligrams of riboflavin was given 
daily by mouth for 8 days, and when the patient was 
seen on January 30 there was complete healing, including 
the fissure at the right angle of the mouth. The photo- 


vitamin B factor. This case responded well to 
treatment with synthetic riboflavin. 

There have been no reports of this condition 
in childhood. Significant also is the fact that the 
reported case was unaccompanied by any other 
manifest food deficiency, and that it developed in 
an urban center of New England, in a member of 
a family in the low-income group. Very likely 
this condition is not unusual in such groups, where 
the diet is inadequate because of economic factors. 


I am indebted to Mr. C. Wallace Bohrer and Mr. Thomas 
B. Casey, of the Rhode Island Department of Health, for 
the photographs. 


164 Academy Avenue 
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ERYTHEMA MULTIFORME BULLOSUM WITH INVOLVEMENT OF 
THE MUCOUS MEMBRANES OF THE EYES AND MOUTH 
(STEVENS—JOHNSON DISEASE) 


Report of a Case 
Harry Acetorr, M.D.* 


NEW YORK CITY 


i \ HE scarcity of case reports of erythema mul- 
tiforme bullosum with eye and mouth in- 
volvement prompts the addition of another to 
the list. 
Case Report 
A 4-year-old white girl was admitted to the Lincoln 
Hospital because of diffuse skin lesions and fever of 3 days’ 
duration. The family history was irrelevant, and the 
patient’s development was normal. Except for measles, 


which she had had at the age of 3, there had been no other 


Ficure 1. 


This photograph shows the distribution of the skin 
lesions on the trunk and upper extremities at the time 
of admission. Note the large, exuding areas on the 
dorsums of the forearms where the bullae had rup- 
tured. 


childhood diseases. She complained of frequent sore 
throats and colds, especially in the winter. She had had 
discharge from both ears for 5 weeks, ending 3 weeks prior 
to admission. She was in apparent good health until the 
onset of the present illness, 3 days before admission. On 
that day she had a haircut. The barber used a hair lotion, 
and that evening her mother put some tincture of larkspur 
on the child’s hair. She became nervous that night, and 
was feverish. The next morning the face was diffusely 
reddened and the eyes were injected. During the day the 
erythema spread to the neck and shoulders; in 2 days 
it completely covered the body. On the day before admis- 
sion, large bullae formed on the arms, face and upper part 
of the body. In some places these ruptured. The patient 
complained of intense pain on micturition. She had fever, 
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but no chills. Except for the tincture of larkspur and 
the hair lotion, no medication had been used either exter- 
nally or internally. 


On admission the patient was acutely ill and obviously 
in great distress (Figs. 1 and 2). Exclusive of the scalp, 
the skin of the entire body was covered with a confluent 
erythematous maculopapular eruption. The upper ex- 
tremities, face, neck and chest anteriorly were covered 
with bullous vesicles ranging from the size of a pinhead 
to an area 7 by 15 cm. Some of the bullae had ruptured, 
exuding a thin, watery fluid. Where the skin had desqua- 
mated, a raw, red, oozing surface was visible. Where there 
were no bullae, the affected skin could easily be rubbed 
off. The posterior portion of the thorax was the least 
involved. The scalp was free of lesions, the hair border 


Ficure 2. 


In this photograph, taken on admission, note the 
expression of discomfort, the glistening serous exudate 
and the crusting about the lips and nose. Neither 
eyelid could be opened because of thick, yellow exudate. 


acting as a line of demarcation. The eyelids could not 
be opened because of a thick, yellow, purulent exudate. 
The skin of both ears was entirely denuded. The right 
eardrum was thick and scarred; the left eardrum was dull, 
and the light reflex was absent. Breathing was difficult 
because of a thick, mucoid secretion in the nose. The lips 
were raw and covered with large, white, ulcerated patches. 
The tonsils were not involved. The rest of the physical 
examination was negative. 


| 
> 
<a 
sea. 


218 THE NEW ENGLAND JOURNAL OF MEDICINE 


The diagnosis on admission was pemphigus and bilateral, 
subsiding, acute suppurative otitis media. Two members 
of the visiting staff, Dr. Peter Vogel and Dr. Charles 
Marrin, saw the patient the next day and thought the case 
similar to those described by Stevens and Johnson! in 1922 
and by others*~* since then, and designated by them as 
eruptive fever with stomatitis and ophthalmia. 

The patient was placed on a course of Neoprontosil, 


; 


Ficure 3. 


Note the marked bilateral ectropion caused by the 
thick scab formation after ten days of treatment. 


40 gr. a day for 9 days, frequent boric acid eye washes 
and applications of 1 per cent gentian violet to the skin 
lesions. Because adequate food and fluid intake could not 
be provided, a continuous infusion of 5 per cent glucose 
in saline solution was given for 3 days in order to maintain 
the fluid requirement. Several drops of a 1:2500 solution 
of Metaphen were instilled into the eyes three times a day, 
and later on Butyn-Metaphen ointment, was used. Eighteen 
hundred milligrams of vitamin B and 25 mg. of vitamin C 
were administered daily. Sedatives were given liberally. 

In the course of 2 days the patient was able to open her 
eyes. It was then observed that the corneas were intact. 
Seven days after onset the discharge from the eyes was 
noticeably decreased. Vision was unimpaired at all times. 
Thirteen days after onset a cicatricial ectropion developed, 
due to scab formation under both lower lids (Fig. 3). 
The corneas were thus partially exposed during sleep, 
and it was feared that corneal scarring might occur. The 
scabs were therefore softened and removed, and in another 
10 days there was almost complete restoration of the 
eyelids to normal. By the 18th day after onset a moderate 
degree of photophobia was evident. This was relieved 
by the wearing of smoked glasses, and by the 21st day 
the eye condition was considered normal. 
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The bullae were confined to the upper portion of the - 
body. These and other desquamated areas responded 
well to gentian violet and starch baths. By the 11th day 
the skin lesions had assumed a brownish tinge and scaly 
appearance, leaving the denuded areas dry. The face 
was covered with a hard, dry crust. The mouth and lips 
bled easily. The scalp was not involved primarily, but 
on the 18th day a small lesion the size of a quarter was 
noted over the occiput. It was believed to have been 
caused by pressure and was unlike the other skin lesions. 
By about this time the skin lesions had healed almost 
completely, and three fourths of the scabs had fallen off 
or been removed. On the 18th day, small, nontender 
vesicles appeared on the palms of the hands, and in a few 
days the superficial layers of skin there came off. A few 
days later the same lesions occurred on the plantar sur- 
faces of the feet. No scars remained on any portion 
of the body (Fig. 4). 

The temperature on admission was 102.2°F. In 3 days 
it had reached a peak of 104.8°F. It then dropped slowly, 


Ficure 4. 


In this photograph, taken on discharge from the 
hospital, faintly pigmented areas are the only remaining 
evidences of the lesion. 


reaching normal by the 14th day after onset, and con- 
tinuing normal until discharge. The urine on admission 
had a trace of albumin with many red blood cells, but 
the specimen was not a catheterized one, so that it was 
believed that this was a contamination due to severe 
vaginal lesions. Subsequent specimens of urine were clear. 
On admission the hemoglobin was 11.2 gm., the red-cell 
count 3,870,000 and the white-cell count 8750, with 53 per 
cent polymorphonuclears, 43 per cent lymphocytes and 
4 per cent mononuclears. On the 8th day after onset 
the white-cell count was 14,600, with 56 per cent poly- 
morphonuclears, 40 per cent lymphocytes and 3 per cent 
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mononuclears. On the 20th day it was 20,400, with 75 per 
cent polymorphonuclears, 20 per cent lymphocytes and 
5 per cent mononuclears. A Wassermann test was nega- 
tive, and the blood-urea-nitrogen and blood-sugar levels 
were normal. A culture from the mouth yielded Staph- 
ylococcus aureus; and one from the conjunctiva S. aureus 
and S. albus. A guaiac test for blood in the stool on ad- 
mission was positive. A biopsy specimen taken of one 
of the skin lesions 2 weeks after onset showed a mild, 
nonspecific inflammation of the skin. 


Stevens and Johnson’ in 1922 described this 
syndrome as that of an eruptive fever with stoma- 
titis and ophthalmia. Other cases have since been 
reported,” in almost all of which the average 
length of time for resolution of the skin lesions 
was eighteen to twenty-one days. There were 
practically no complaints of pain or of itching, and 
the scalp was free of lesions. In 3 of the reported 
cases there was formation of bullae. A few of the 
cases showed leukopenia. In the 9 cases described, 
only 2 patients escaped total blindness, and these 
remained partially blind. Dr. John M. Wheeler 
of the hospital staff, suggested that effective eye 
treatment was the only urgent need, and attention 
was focused on this procedure. 

Of all cases described, only 1, exclusive of ours, 
occurred in a girl; the ages ranged from twenty- 
two months to sixteen years. 

It is doubtful whether Neoprontosil was of 
any value in the treatment of this case, although it 
may have acted as a prophylactic against second- 
ary infection. In the case reported by Chick and 
Witzberger® the condition was accompanied by 
an oral Vincent’s infection; the authors suggest 
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that cases of exudative erythema multiforme re- 
ported previously might have a similar etiology 
and, further, that, if their contention is correct, 
it would seem logical to employ spirocheticidal 
therapy. 

In another case, that of Edgar and Syverton,’ a 
skin biopsy was performed, but nothing of note 
was reported. 


SUMMARY 


A case considered to be one of erythema multi- 
forme bullosum with involvement of the eyes and 
mouth, and with complete resolution of the skin 
lesions in less than three weeks, is reported. 

The essential features were lack of involvement 
of the scalp; involvement of the mucous mem- 
branes of the eyes, mouth and vagina; an acute 
course, lasting less than three weeks; a moderate 
leukopenia during the first few days of the ill- 
ness; and absence of scar formation after healing 
of the skin lesions. 
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T WAS my purpose to devote this year’s report 

to a consideration of the toxicity of various 
‘drugs in the human subject. The reports of such 
poisonings are, however, so often incomplete from 
the pharmacological point of view, especially so 
far as dosage is concerned, that the original plan 
had to be abandoned. Necessarily, details of dos- 
age are often lacking since most poisonings are 
accidental or suicidal, but approximations could 
often be obtained. This prompts the suggestion 
that either federal or state agencies or both be 
set up to collect and collate the reports of vio- 
lent deaths, and that these figures be studied in 
order to gain an accurate idea of the lethal doses 
of various poisons in man, and the relation of 
these doses to those of the same drugs in other 
species. In this way a large amount of data could 
be rapidly accumulated. 

The last available publication of the Bureau 


“Taste 1. Deaths from Poisoning in the United States 


(1937). 
SvuICIDAL ACCIDENTAL Tora 
Poisonous 
Acawe NO. OF PER NO. OF PER NO. OF PER 
DEATHS CENT DEATHS CENT DEATHS CENT 
2552 46.5 1704 53.5 4256 49.1 
Non-volatile poisons 2933 53.5 1482 46.5 4415 50.9 
Carbolic acid* 17.2 2.9 6.3 
Strychnine (nux vomica) . 11.6 8.4 5.3 
Seren 10.4 5.0 4.4 
Cyamides ......... 9.2 3.1 
Arsenic ....... 8.0 5.3 3.6 
7.5 13.2 4.8 
Narcotics ..... are 1.1 2.0 0.7 
ee 1.1 1.0 0.5 
0.3 10.0 2.8 
5485 3186 8671 


*Only the more important agents are listed, and the percentages relative 
‘to all deaths from non-volatile poisons. 


of the Census’ shows that violent and accidental 
deaths occurred in 1937 at the rate of 104 per 
. 100,000 population. These were distributed as fol- 
lows: homicide, 7.6; suicide, 14.9 (by poison 4.3); 
accidental, 81.5 (by poison 2.4). Thus, 6 per cent 
of the total deaths were due to poisons, and of 
these, about half were from gas. The kind of 
poison used for suicide and involved in accidental 
death is of some interest; hence, Table 1 has 
been compiled. 
These figures are of particular interest in show- 
ing the importance of accidental poisoning by 
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barbiturates. This is further emphasized by the 
fact that deaths from barbiturates, both suicidal 
and accidental, doubled within the five years 
ending with 1937. Research on the therapy of 
poisoning with these drugs has engaged the at- 
tention of many American laboratories. Treat- 
ment by various analeptics was given great im- 
petus some years ago by the study of picrotoxin 
by Tatum and his co-workers.’ Immediately other 
analeptics were tried, and the relative value of 
the various drugs has since been a subject of ac- 
tive discussion. Naturally, this has led to a study 
of the details of action of these drugs, and also 
to the use of certain stimulant sympathomimetic 
drugs in conditions of depression. Chakravarti* 
has studied very thoroughly the comparative ac- 
tion of Cardiazol, Coramine, strychnine, picro- 
toxin, amphetamine (Benzedrine) and ephedrine. 
Careful studies on mice showed the order of tox- 
icity to be strychnine, picrotoxin, Cardiazol, am- 
phetamine, Coramine and ephedrine. This was 
compared with the “maximum human therapeutic 
dose.” Chakravarti fails to tell how this was 
determined, and certain of the figures for this 
dose are decidedly too low. Of more utility is 
the comparison of these drugs as awakening agents 
when used on mice narcotized with pentobarbital. 
The order of potency in these experiments was 
amphetamine, Cardiazol, picrotoxin, strychnine, 
Coramine and ephedrine. To test the antidotal 
action, a dose of Nembutal calculated to kill 78 
per cent of the animals was injected intraperit- 
oneally, simultaneously with one or two lethal 
doses of the analeptic. Under these circumstances, 
only picrotoxin and Cardiazol showed any life- 
saving action. In addition, the medullary action 
of these drugs was studied in various animals, and 
in relation to the lethal dose, only ephedrine and 
amphetamine were found to have any significant 
action as respiratory stimulants. None had any 
valuable action on the medullary vasomotor cen- 
ter, and augmented the carotid-sinus reflex only 
when given in very large doses. Chakravarti 
concludes that picrotoxin and Cardiazol are the 
only drugs that antagonize the toxic action of 
pentobarbital. Dille and Hazelton‘ call attention 
to the secondary depression that has been ob- 
served after the use of analeptics in barbiturate 
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poisoning in human beings, and studied picro- 
toxin and Metrazol in this connection. They point 
out that cortical depression in rats and rabbits 
is independent of the convulsive dose and may, 
indeed, precede it. This occurs also with Metra- 
zol, but is distinctly less with picrotoxin. Con- 
vulsive doses of Coramine, cocaine, caffeine and 
amphetamine do not produce similar depression. 


Of great importance in the study of analeptics 
is their fate in the body. The effectiveness of 
picrotoxin, for example, in combating the effects 
of Nembutal poisoning is not susceptible of in- 
telligent practical application unless we know the 
rate and mode of disposal of the injected drug. 
Duff and Dille® have supplied data on this point. 
They injected large doses —5 mg. per kilogram 
of body weight—of picrotoxin into dogs and 
rabbits and killed the animals at various stages 
of the poisoning. Convulsions were controlled by 
pentobarbital or ether. It is evident from this 
work that the drug rapidly disappears from the 
blood and appears in liver and skeletal muscle, 
where it is apparently largely destroyed, since only 
traces are found in the urine. Two hours after 
injection less than 0.02 mg. per 100 cc. of blood 
could be demonstrated. This study explains the 
clinical observation that repeated doses of picro- 
toxin are necessary to combat barbiturate poison- 
ing, since the analeptic action evidently depends 
on maintaining a definite blood concentration in 
order to obtain the continuous effect on the cen- 
tral nervous system that is desired. 


An ingenious method of comparing the potency 
of analeptic drugs was devised by Pfeiffer,’ who 
studied their effect on hibernation. It was found 
that vasoconstrictor drugs were much better tol- 
erated than convulsive drugs. Spinal convulsions 
were poorly tolerated in the extreme acidosis of 
hibernation. However, both Metrazol and _pic- 
rotoxin had good analeptic indices against the 
hibernating state, and the former showed no in- 
creased toxicity in the hibernating animal as did 
the other convulsant drugs, especially the spinal 
convulsants. Cocaine showed no increase in tox- 
icity in these acidotic animals, and proved to be 
so efficient as an analeptic that these authors sug- 
gest its inclusion in this group. 


The analeptic activity of sympathomimetic sub- 
stances has justly received increasing attention. 
Tainter and his co-workers’ have been very active 
in studying the relation between chemical con- 
stitution and physiologic action in this group of 
drugs, and have undertaken a comparison of their 
activity in counteracting deep narcosis produced 
by chloral hydrate, tribromethanol in amylene 
hydrate (Avertin) and pentobarbital in rats. The 
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return of three sets of reflexes — abolished by the 
narcosis — after the injection of the stimulant were 
used as criteria of the potency of the drug; these 
were the righting reflex, which requires co- 
ordinated muscular and vestibular movements of 
a relatively high order; the corneal reflex, which 
principally involves cephalic pathways; and elec- 
trical stimulation of the ankle, with muscular re- 
sponse proximal to the point of stimulation, spinal 
paths thus being involved. Of the twenty-two 
amines studied, half showed no analeptic activity. 
The remainder were compared with analeptics of 
the convulsant group. Several seemed to show 
stimulant effects on one of the reflexes studied 
while increasing the depression of the others. Sim- 
ilarly different responses were obtained depend- 
ing on the depressant used. Metrazol did not 
hasten recovery from the effects of Avertin, though 
it did from those of chloral. The most effective 
stimulants were Cobefrine, 1-pseudo-ephedrine and 
phenyl-2-amino-l-propane. These have nothing in 
common in their chemical structure that could be 
connected with their analeptic efficiency. The 
investigators further compared the analeptic po- 
tency with power to raise blood pressure, but 
found no relation between these two properties. 
This finding agrees with that of other investiga- 
tors.*»* Under the conditions of this experiment, 
caffeine, Coramine, picrotoxin and amphetamine 
were ineffective against Avertin, and in addition, 
the last, in large doses, delayed recovery. Am- 
phetamine was effective in hastening recovery of 
the righting reflex only against chloral and pento- 
barbital. The selectivity of action seen in these 
experiments suggests the need for further detailed 
work in order that the optimum analeptic for any 
given depression may be used. 

In this connection, the observation of Orth, 
Leigh, Mellish and Stutzman” as to the superi- 
ority of Neosynephrine as a stimulant in cyclo- 
propane, ether and chloroform narcosis is of im- 
portance. Their study was initiated by the ob- 
servation that these volatile anesthetics sensitized 
the heart to adrenalin, as shown by the appear- 
ance of arrhythmias when the drug was injected 
during narcosis. Various members of the group 
related to epinephrine were studied, and it was 
found that Neosynephrine was the least apt to 
produce arrhythmia. 

Just as the disposal of picrotoxin is of impor- 
tance to its use as an analeptic, so is that of the 
long-acting sympathomimetic drugs. The timely 
investigations of Beyer and Skinner’ throw some 
light on this subject, at least in relation to am- 
phetamine. These authors describe a method for 
the detection and determination of the drug; 
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they found that somewhat less than half was ex- 
creted in the urine within forty-eight hours fol- 
lowing ingestion. The percentage of a given dose 
excreted generally paralleled urinary volume, but 
was greater when the small doses were admin- 
istered. It was shown that all the drug is ab- 
sorbed from the gastrointestinal traci, and it is 
obvious from the fact that the drug excretion so 
markedly outlasts its physiological effect that it 
is partly inactivated by a loose combination with 
some agent in the body. This inactivation appar- 
ently takes place largely in the liver, since animals 
poisoned with carbon tetrachloride excrete all the 
drug in the urine. 

In connection with the use of analeptics, it may 
be noted that Cardiazol is rapidly absorbed from 
the buccal mucous membrane and from the gas- 
trointestinal 

The chemical similarity of Coramine and _nico- 
tinic acid has suggested the possible use of the 
former in pellagra. Spies and his associates’* ** 
used this substance successfully. Investigators’® 
at Duke University have recently made a careful 
quantitative study of the use of this analeptic in 
experimental canine black tongue, an analogue 
of human pellagra. They showed that Coramine 
was able to cure black tongue in dogs, but that 
30 to 75 mg. per kilogram of body weight was 
required, as compared with 5 mg. per kilogram 
of nicotinic acid. This would correspond in pa- 
tients with pellagra to a dose of 3 to 5 gm. per 
day. 

In connection with the pharmacology of vita- 
mins, it is to be noted that various studies of the 
effects of drugs on vitamin efficiency have begun 
to appear. Of considerable practical value is the 
observation of Samuels and his co-workers’® that 
the administration of salicylates causes an in- 
creased excretion of ascorbic acid which is not due 
to a simple washing out. Cinchophen had a sim- 
ilar but slower and lesser influence. In continued 
dosage in rats a level of excretion was reached 
at which ascorbic acid balance could be main- 
tained. The primary loss from the simultaneous 
administration of these anti-rheumatic drugs may 
be of some importance in their therapeutic use. 
It raises the question as to whether increased 
capillary permeability due to negative ascorbic 
acid balance could be a factor in the pathogenesis 
of certain rheumatic manifestations and complica- 
tions, such as erythema nodosum and _ subacute 
bacterial endocarditis. 

Most of this review having been devoted to 
analeptics, it seems appropriate to call attention 
to the work on morphine during the last ten or 
fifteen years, which has recently crystallized so 
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that some of the so-called “idiosyncrasies” to this 
drug can now be explained pharmacologically. It 
has become apparent that in addition to causing 
cortical depression morphine is a stimulant drug, 
and that most of the untoward reactions com- 
monly seen in human beings can be explained 
on the basis of its parasympathomimetic action. 
Slaughter and Gross," pupils of the late O. H. 
Plant, rightly point out that he’* was the first to 
prove that the constipating action cf morphine is 
due to the increase in tonus of the bowel produced 
by it. Plant also noted that denervation of the 
intestine increases the intensity of this action. 
In general, it is significant that drugs acting like 
neurohumoral agents produce especially violent 
effects on denervated organs. In Slaughter and 
Gross’s experiments, the intestinal loops, blood 
pressure and toxic effects were studied as they were 
affected by combinations of various doses of mor- 
phine and physostigmine. A definite potentiation 
of the parasympathomimetic action of morphine 
by physostigmine was demonstrated, similar to 
that seen when the latter is given with acetyl- 
choline. Since acetylcholine has been shown 
to be the humoral transmitter of sympathetic 
nerve endings in the adrenal medulla, it may be 
that the cholinergic action of morphine here dem- 
onstrated explains the morphine hyperglycemia 
described by Bodo.’* The increase in toxicity 
when these two drugs are given together suggests 
a practical warning against the use of morphine 
in patients taking prostigmine or eserine regular- 
ly. In a further study*® the effects on pain relief 
were studied. In this case, too, eserine poten- 
tiated and atropine antagonized the action of 
morphine. Morphine reacts with brain cholin- 
esterase in vitro and lowers the serum content of 
this enzyme in vivo; it is potentiated by the 
eserine group of drugs and antagonized by atro- 
pine. It therefore fulfills the definition of a 
cholinergic drug, and when it is so classified the 
various undesirable side actions of the drug are 
easily explained. 

In recent years, the clinical use of codeine, both 
alone and with drugs of the antipyretic group, 
has increased by leaps and bounds. Especially 
timely is the study*’ of codeine addiction carried 
out at the United States Public Health Service 
Hospital in Lexington, Kentucky, which is de- 
voted to the study and treatment of drug addicts. 
A review of the literature reveals reports of 25 
definite and 74 presumptive cases of addiction to 
this drug. In studying addiction possibilities, 
it was first determined that codeine could be 
given to morphine addicts to support physical 
dependence if administered in five times the dose 
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of morphine. However, the substitution was not 
complete but provided a step down in the absti- 
nence symptoms. Similar quantitative differences 
are noted when the effects of codeine are studied 
by electroencephalographic methods, though the 
qualitative effects of morphine and those of codeine 
are similar. Codeine does not give the addict the 
“psychic lift.” Care must be used to prescribe a 
habit-forming drug in minimal doses for the effect 
desired. In the Lexington study, the effect on the 
cough of tuberculous patients was made the sub- 
ject of carefully controlled experiments. The in- 
vestigators found that 5 mg. of codeine produced 
relief for about three hours and 10 mg. for four 
hours; these doses roughly corresponded to 3 and 
5 mg. of morphine, respectively. Further experi- 
ments indicate that increasing dosage provides pro- 
gressively smaller increases in the duration of re- 
lief from cough. This work suggests that the 
dosage of codeine in cough mixtures tends to 
be too high, and that it is more efficient and better 
therapy to give smaller doses more frequently. 


This review cannot be considered complete 
without calling attention to two very important 
papers’ ** on sulfonamide compounds. Two ex- 
cellent groups of investigators have carefully stud- 
ied the toxicity, effectiveness, absorption, excretion 
and pharmacological action of this group of drugs. 
These reports may be considered authoritative and 
should be read by all clinicians using the drugs. 
Both groups emphasize the fact that sulfapyridine 
is definitely more toxic and more variable in its 
absorption than is sulfanilamide. 


319 Longwood Avenue 
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CASE 26321 
PRESENTATION OF CaskE* 


A three-month-old male infant entered the 
hospital with a history of almost daily vomiting 
since the age of two days. Numerous formulas 
were unsuccessfully tried, and for the two weeks 
prior to entry, milk had been stopped and the in- 
fant fed on a mixture of barley water and carrot 
juice. Throughout the morning and afternoon 
of the day of entry the patient seemed as usual. 
Suddenly, in the early evening, he uttered a 
strange cry, developed a glassy look in his eyes, 
and cried as if in intense pain; thereafter he be- 
came limp. A physician was summoned, who 
rushed the baby to the hospital. The infant had 
always vomited large amounts of mucus, fre- 
quently projectilely. 

Physical examination showed an emaciated and 
moribund infant who breathed only occasion- 
ally and whose heart rate could be counted at 
30 per minute. He was limp and lifeless in ap- 
pearance, dirty gray in color, and appeared to be 
in acute peripheral circulatory collapse. The state 
of hydration was fairly good. The pharynx was 
moderately inflamed. No definite abnormality of 
the lungs could be made out by percussion and 
auscultation. The abdomen was full and soft, 
with no patterning; no masses or organs were 
palpated. All reflexes were absent. The hands 
and feet were cyanotic and cold. 

The temperature was 98°F. 

A specimen of urine was not obtained. Exam- 
ination of the blood showed a red-cell count of 
4,500,000 with a hemoglobin of 85 per cent, and 
a white-cell count of 20,000. The spinal fluid 
was normal. A blood Hinton test was negative. 
Throat culture showed no significant organisms. 


The most prominent features on entry were 
the apnea and the signs of severe circulatory col- 
lapse. Artificial resuscitation, Coramine, oxygen 
and heat were used, followed by the intravenous 
administration of 10 per cent glucose and the 
subcutaneous administration of normal saline, with 
slight improvement in the child’s general condi- 
tion. Fluoroscopy showed a mottled density in 


*This case is presented through the courtesy of the Children’s Hospital, 
Boston. 
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the right lower-lung field, and on this basis the 
administration of sulfapyridine was _ instituted. 
Improvement, however, was slight and temporary, 
and the infant’s respirations ceased approximately 
five hours after entry. 


DirFERENTIAL D1aGNnosis 


Dr. Harotp L. Hiccins: This child’s past his- 
tory deals mainly with vomiting and failure to 
utilize food properly. When we have vomiting, 
it is quite important to establish the cause. We 
have very few data here but what we do have 
bring out the facts that he vomited large amounts 
of mucus, frequently projectilely, that the vom- 
iting started at the age of two days and that he 
seemingly did not gain in weight. The large 
amount of mucus doubtless came from the stom- 
ach. When there is a large amount in the stom- 
ach, gastric digestion is not proceeding normally. 
I do not believe the child had pyloric stenosis, 
because the vomiting started early and he only 
vomited projectilely on occasions. It seems to me 
there was some definite interference with the se- 
cretion of the gastric juice. There was also poor 
nutrition. The vomiting and the failure to handle 
food were so serious that milk was discontinued 
and only barley water and carrot juice were given 
for two weeks. Assuming the barley water was 
3 per cent, it would contain about 3 cal. per ounce, 
and the carrot juice would have no more; I doubt 
if he ingested over 25 ounces a day, which would 
make a total of 75 cal. If he had been on that feed- 
ing for two weeks, he must have lost a large amount 
of weight. He really was approaching a state of 
marasmus, as one gathers later from the state- 
ment that he was an emaciated infant; and per- 
haps he was on the verge of inanition and almost 
ready to die from starvation. It is hard to be 
certain from the available data as to whether it 
was as serious as that or not. Inanition cases sel- 
dom die suddenly. The inanition played a role, 
an important contributing role, but the funda- 
mental cause was something else. 

The sudden episode was accompanied by pain 
and almost immediate collapse, and the report is 
that the heart rate was 30. One cannot help think- 
ing of heart block; and the main cause of heart 
block in children is diphtheria. The report states 
that the throat culture showed no significant or- 
ganisms, but that does not rule out diphtheritic 
myocarditis with heart block. The acute diph- 
theria probably would have dated back two or 
three weeks; the actual acute inflammation in the 
throat could have disappeared in that time, and 
the culture as taken could have come back neg- 
ative. One would have made the diagnosis of 
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diphtheritic myocarditis much more readily twen- 
ty years ago than at the present. One sees very 
little diphtheria nowadays, but still one must be 
distinctly on the watch for it. A child of three 
months is susceptible to diphtheria. 

Heart block and collapse may also come from 
other infections. Syphilis is quite well ruled out 
here, since the Hinton test was negative. Pneu- 
monia apparently did not enter the picture; any 
very sick child on the slightest provocation is 
given sulfapyridine nowadays in hopes that it may 
supply a magic recovery; I am inclined to dis- 
count the pulmonary aspects in this case, particu- 
larly as nothing was found on physical examina- 
tion of the lungs. 

Usually in children one does not get such a low 
heart rate as 30 with a primary circulatory col- 
lapse. I cannot help thinking that the heart block 
occurred before the circulatory collapse. It is well, 
however, to consider the main causes of acute cir- 
culatory collapse, and one of them is damage to 
the medullary centers, that is, a disease of the 
brain. Against that is the fact that the temper- 
ature was normal, in other words the heat center 
was not affected. The spinal fluid was normal, 
and I do not see how we can accept a primary 
medullary condition. There was no indication of 
an embolus to the brain; the pain would not be 
so striking. A reflex collapse might come from 
irritation in certain parts of the body, perhaps that 
due to an acute pancreatitis. The fact that the 
patient received carrot juice raises the question as 
to whether the doctor in this case thought that 
the child had vitamin A deficiency. Acute pan- 
creatitis is likely to lead to marked circulatory 
collapse. I recall one of our cases that had pain. 
He went into coma. We treated it as a case of 
diabetic coma because there was sugar in the 
urine, but later we found an acute pancreatitis. 
However, I do not believe that the condition here 
is abdominal. The abdomen was soft rather than 
tense, although in coma it might have become 
soft. Certainly there were no signs of peritoneal 
exudate or rupture of a viscus. The other main 
cause of collapse is hemorrhage. The blood count 
was normal, and there were no signs of the pass- 
ing of blood either by mouth or by rectum; nor 
was there any purpura. 


I think we have to place the main burden on 
the heart. There was a heart block. If this were 
an adult one would not hesitate to say this was 
a typical finding of coronary thrombosis, but in 
children coronary heart disease is quite rare. The 
rise in the white-cell count might fit in with cor- 
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onary disease, as does the block. It looks as if 
he had had an acute coronary occlusion. This 
acute cardiac episode is hardly likely to appear 
out of a clear sky; it must have had a basis. The 
child was not right at the age of two days, when 
he vomited. He never was right. One cannot 
help believing that the faulty digestion may have 
been due to difficulty in circulation. I think this 
child probably had a congenital malformation of 
the heart, which resulted in poor circulation. I 
should not be surprised if this congenital malfor- 
mation involved the coronary arteries. I do not 
believe that the child’s heart was markedly en- 
larged or showed any striking murmurs. If there 
had been murmurs, the doctor who had seen him 
—lI judge there were doctors who had seen him 
from the fact that he had been in nutritional dif- 
ficulty — would have told the mother that the 
child had heart disease, and the mother would 
have come to the hospital with that story and the 
approach to the case would have been somewhat 
different. Thus, I shall make a diagnosis of con- 
genital malformation of the heart, probably with 
abnormalities of the coronary vessels. There were 
coronary occlusion and heart block. There were 
also malnutrition and marasmus. One must still 
consider the possibility of diphtheritic myocarditis. 

Dr. Tracy B. Mattory: Would anyone like to 
ask questions or suggest alternative diagnoses? 

Dr. Epwarp F. Branp: Ordinarily when you 
see heart block in a child you begin to think in 
terms of septal defect, and certainly when you 
find something in the lungs that suggests con- 
solidation you wonder if there has not been in- 
farction of the lungs. There must be something 
superimposed on the abnormality. What did you 
think about the lungs? 

Dr. Hiceins: On physical examination the 
lungs were normal. The question of abnormality 
of the lung depended on what was seen on fluor- 
oscopy. I should not be surprised if there was 
an early pneumonia, but the normal temperature 
is somewhat against it. It might have had some- 
thing to do with the heart failure, but I am rather 
inclined to discount the fluoroscopic findings. 
The story is that of a sudden episode which af- 
fected the conduction fibers so as to cause heart 
block. 

Dr. Martory: I have an unusual surprise for 
you today. We occasionally have visiting clini- 
cians to discuss the clinical story, but ordinarily 
you have to bear with me, week after week, for the 
pathology. Today we have a visiting pathologist, 
and Dr. Farber will tell you what was found in 
this patient. 
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CurnicaL DIAGNOsEs 


Chronic nutritional disturbance. 
Interstitial pneumonia. 


Dr. Hiceins’s DiaGNoses 


Marasmus. 

Congenital malformation of heart. 
Heart block. 

Diphtheritic myocarditis? 


ANATOMICAL DIAGNOSES 


Congenital hypertrophic pyloric stenosis. 
Malrotation of intestines, congenital. 
Acute interstitial pneumonia. 

Chronic nutritional disturbance. 


PatHoLocicaL Discussion 


Dr. Sipney Farser*: The patient was seen by 
the house officers and the resident staff for a 
period of five hours. When the patient was ex- 
amined on entry, the diagnoses were acute circu- 
latory collapse, chronic nutritional disturbance, 
overwhelming sepsis and a question of pneu- 
monia. Five hours later the diagnoses at death 
were chronic nutritional disturbance and _pneu- 
monia. I suppose that they decided that the 
pneumonia was present mainly on the basis of 
the appearance of the child and the evidence ob- 
tained by fluoroscopy. We unfortunately have 
no x-ray films. 

At autopsy the skin was rather dry, and there 
was very little subcutaneous fat. The picture 
was one of marked malnutrition. The intestines 
were considerably distended. There was a small 
tumor mass at the pyloric end of the stomach. 
This mass was firm, almost cartilaginous in con- 
sistence. A small lumen was present, and fluid 
could pass through this lumen. We put this 
down as a moderate degree of pyloric stenosis of 
the congenital hypertrophic type. On microscopic 
examination through this area there was found a 
considerable increase in the thickness of the cir- 
cular layer of musculature, a finding rather typi- 
cal of hypertrophic pyloric stenosis. 

In addition, there was another congenital ab- 
_ normality. The cecum and ascending colon were 
not attached normally, and because of the very 
large mesocolon, these portions of the bowel were 
permitted to float over toward the left side of the 
body and rest on the duodenum. So in addition 
to the obstruction caused by a moderate degree of 
pyloric stenosis there was further obstruction 
caused by malrotation of the large bowel and par- 
tial intermittent duodenal obstruction. The his- 


*Assistant professor of pathology, Harvard Medical School; pathologist, 
Children’s Hospital, Boston. 
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tory as presented is not particularly characteristic 
of either of these conditions. 

The question does arise in regard to congenital 
pyloric stenosis, Is the condition an organic one 
or is it merely a functional abnormality of the 
lower end of the stomach? As you know, in the 
Swedish literature the claim is still made that 
operation is unnecessary for the correction of this 
anomaly, and in a number of American clinics 
medical treatment alone is used. We believe that 
this is a true organic lesion. Evidence to sup- 
port this point of view was obtained for the first 
time when a patient of the late Dr. John L. Morse 
died six and a half months after a successful gas- 
troenterostomy, to sidetrack the pyloric tumor, had 
been performed by Dr. Fred T. Murphy.* Path- 
ological studies by Dr. S. Burt Wolbach showed 
that the tumor was still present. Since that time 
this finding has been confirmed on many occa- 
sions. The first account of pyloric stenosis was 
published by Dr. Hezekiah Beardsley, of New 
Haven, in 1886. There is a distinct New Eng- 
land flavor to the subject of hypertrophic pyloric 
stenosis. 

The other findings at autopsy were related to the 
diffuse interstitial pneumonia. The causative or- 
ganism was not obtained in culture. This type 
of acute interstitial pneumonia is the commonest 
form of pneumonia found in infants and_ chil- 
dren. It is characterized by large-mononuclear 
and lymphocytic infiltration, and less commonly 
by polymorphonuclear infiltration of the alveolar 
walls and peribronchial regions. Involvement of 
the alveolar spaces is a later stage in the disease 
process. This type of pneumonia is presumably 
caused by a filterable virus, but this has not been 
proved, In most cases, within twenty-four to 
forty-eight hours after the onset of the interstitial 
pneumonia, the picture is complicated by inva- 
sion of the lung by a hemolytic streptococcus, 
and that organism is most frequently obtained on 
bacteriological examination of the lung. We 
found no evidence of congenital malformation of 
the heart or of disease of the myocardium. Our 
microscopic studies of the heart, however, were 
not of such nature as to exclude the presence of 
heart block. 

Dr. Hiccins: The interstitial pneumonia as 
described by Dr. Farber is the condition frequent- 
ly spoken of as “virus pneumonia.” In this case 
bacterial invasion had not taken place. The virus 
infection seems to have been the straw which 
broke the camel’s back; that is, it led to heart 
block and circulatory collapse. 

*Morse, J. L., and Murphy, F. T.: A case of infantile pyloric stenosis, 


with autopsy six and one-half months after successful gastro-enterostomy. 
Boston M. & §. ]. 158:480-483, 1908. 
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CASE 26322 
PRESENTATION OF CASE 


A fifty-one-year-old widow was admitted to the 
hospital complaining of jaundice of a few weeks’ 
duration. 


The patient consulted an outside physician ten 
months before admission because of low back 
pain, lack of energy, numbness and tingling in 
the fingers. These symptoms had followed what 
was described as two separate, prolonged bouts 
of acute alcoholism, each of which required hos- 
pitalization. The physician found that she was 
markedly obese, weighing 187 pounds. The blood 
pressure was 140 systolic, 98 diastolic. The liver 
and spleen were not palpable. The vibration sense 
appeared to be normal in the fingers; it was ab- 
sent over the outer malleolus of the right lower 
leg, but was present on the left. The Romberg 
test was slightly positive. The blood and urine 
examinations were essentially negative. She was 
placed on a reduction diet, consisting of a low-fat, 
high-protein regimen supplemented with vitamin 
A, B and D capsules and Betaxin (5 mg.) daily. 

She was well until seven months before admis- 
sion when she was again seen by her physician 
because of what was diagnosed as a virus pneu- 
monia. She recovered uneventfully in two weeks 
and was apparently well until five months before 
admission, when her husband died. Following 
this she began taking as many as six to eight 
drinks of whiskey a day, each day’s quota being 
augmented by a “few small ones.” She insisted 
that her diet had been adequate until at least two 
weeks before admission, but since that time had 
consisted of liquids only, because of anorexia and 
a difficulty in swallowing. For a few weeks be- 
fore entry she had become increasingly jaundiced, 
and she had noticed an unsteadiness in walking for 
a week or more. Her story was vague, and no 
other symptoms were elicited. 


The family, marital and past histories were non- 
contributory. 


Physical examination revealed a slightly jaun- 
diced, obese, woman whose scleras were markedly 
icteric, but who appeared in no acute distress. 
The breath had a mousy odor, suggesting the 
presence of acetone. Examination of the lungs re- 
vealed a few rales at the left base posteriorly. The 
heart was normal, and the blood pressure 140 sys- 
tolic, 100 diastolic. The liver was palpable about 
five fingerbreadths below the costal margin and 
was non-tender. The tip of the spleen was pal- 
pated. There was shifting abdominal dullness, but 
no fluid wave could be elicited because of the thick 


CASE RECORDS OF THE MASSACHUSETTS GENERAL HOSPITAL 


227 


panniculus. The deep reflexes of both upper ex- 
tremities were diminished, and the patella and 
ankle jerks were absent. Vibration sense was poor 
in the fingers and absent over the malleoli of the 
lower extremities. There was a definitely ataxic 
gait. The remainder of the physical and neu- 
rologic examinations was negative. 


The temperature was 101°F., the pulse 120, and 
the respirations 22. 

Examination of the blood showed a red-cell 
count of 2,600,000 with 8.8 gm. hemoglobin 
(photoelectric-cell technic), and a white-cell count 
of 28,000 with 81 per cent polymorphonuclears. 
The blood smear showed a moderate achromia, 
with some variation in size; the platelets were nor- 
mal. The hematocrit was 20 per cent. The serum 
van den Bergh was 16.8 mg. of bilirubin per 100 cc., 
with a biphasic reaction. The nonprotein nitrogen, 
carbon-dioxide combining power and serum pro- 
tein were normal. The blood Hinton test was un- 
satisfactory. Examination of the urine showed a 
++ test for albumin, an olive green test for sugar, 
and a ++ to ++++ foam test for bile; the sedi- 
ment was essentially negative. The blood sugar 
was 186 mg. per 100 cc. 


The patient ran a slowly progressive downhill 
course. The temperature remained elevated and 
had an average daily range from 99 to 102°F. 

She was given a_high-carbohydrate, low-fat, 
70-gm. protein diet, with barley candy at the bed- 
side. Daily intravenous injections of glucose were 
administered, with small amounts of insulin to 
cover that excreted. A repeat blood-sugar determi- 
nation done eight days after admission gave a low 
normal value. Thiamin chloride intravenously, nic- 
otinic acid by mouth, liver extract parenterally and 
periodic blood transfusions were also administered. 
With the latter the red-cell count rose to 3,800,000, 
with a hemoglobin level of 75 per cent. The 
white-cell count remained elevated at 23,000, with 
83 per cent polymorphonuclears. 


Throughout her illness she complained of pruri- 
tus. On entry she was somewhat confused and 
irrational. This progressed in a few days to 
the point where she required restraint, special nurs- 
ing care and the frequent use of paraldehyde for 
sedation. She seemed to drift “in and out of 
confusion” and at night was frequently halluci- 
nated. After about ten days, however, these symp- 
toms disappeared and she became rational. 

The jaundice steadily increased. She developed 
a moderate cough with rhonchi in both chests on 
the fifteenth day, but these symptoms were not 
serious or progressive. She began to develop 
peripheral edema, and there was no diuresis, in 


228 


spite of intravenous medications. Accordingly, in 
the last week of her illness she was given ammo- 
nium chloride and Mercupurin in an attempt to 
reduce the peripheral edema and apparent ascites. 
These measures had no noticeable effect. The 
pulse remained elevated; she continued to _be- 
come progressively more jaundiced, became semi- 
stuporous, finally lapsed into coma and died on 
the thirtieth hospital day. 


DIFFERENTIAL D1IAcGNosis 


Dr. James H. Townsenp: “The patient con- 
sulted an outside physician ten months before 
admission because of low back pain, lack of energy, 
numbness and tingling in the fingers.” These 
might be the symptoms of almost any constitu- 
tional disorder, the numbness of the fingers mak- 
ing one think of some type of anemia. 

“. . . She was again seen by her physician be- 
cause of what was diagnosed as a virus pneu- 
monia.” I suppose this means she had an acute 
febrile illness, not too severe, in which a process 
was found in the lung, either dullness by x-ray 
without physical signs or a patch of rales when 
she was getting better, but no recognizable or- 
ganisms were found in the sputum. 

“She insisted that her diet had been adequate 
until at least two weeks before admission, but since 
that time had consisted of liquids only, because 
of anorexia and a difficulty in swallowing.” This 
suggests the Plummer-Vinson syndrome seen in 
idiopathic hypochromic anemia, but might also 
be due to alcoholic gastritis or avitaminosis of 
some sort. 

The blood picture is that of a normochromic, 
slightly microcytic anemia of moderate degree, not 
diagnostic of any specific condition. 

“The serum van den Bergh was 16.8 mg. of 
bilirubin per 100 cc.,” a figure which fits the clin- 
ical description of moderate jaundice. The di- 
phasic reaction suggests that the jaundice was 
partly that of liver-cell disease and partly that of 
obstruction, either intrahepatic or extrahepatic. 

“The blood Hinton test was unsatisfactory.” 
Syphilis cannot be excluded. 

“Examination of the urine showed a ++ test for 
albumin, an olive green test for sugar, and a ++ 
to ++++ foam test for bile.” The albumin may 
have resulted simply because of the jaundice: it 
is not unusual in the presence of bile. The green 
test for sugar may mean very little in such a 
sick patient. The foam test leaves no question 
about the presence of bile. 

“The patient ran a slowly progressive downhill 
course. The temperature remained elevated, and 
had an average daily range from 99 to 102°F.” 
Any type of liver disease can cause that degree of 
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fever, whether it be cirrhosis or carcinoma or an 
infectious process. One does not need to assume 
that because there was fever an infectious process 
was present. 

“Daily intravenous injections of glucose were 
administered, with small amounts of insulin to 
cover that excreted.” Every effort was made to 
feed the liver cells plenty of sugar. 

“The blood sugar was 186 mg. per 100 cc.” If 
one looked up the sequence of events one might 
find that intravenous glucose was given before 
she had that blood-sugar value, and one must 
raise this possibility unless one knows just when 
the sample of blood was taken. We know she 
was given a lot of intravenous glucose. In any 
case there is no proof of diabetes; one must be 
cautious about making the diagnosis during acute 
illness. 

“The white-cell count remained elevated at 
23,000, with 83 per cent polymorphonuclears”: this 
is a striking leukocytosis. 

“After about ten days, however, these symp- 
toms disappeared and she became rational.” The 
improvement suggests that the weakness was on 
the basis of avitaminosis, and was helped by the 
large quantities of vitamins that she was given. 
The avitaminosis may have been of the pellagra 
type, although she had no skin lesions; possibly 
it was of the vitamin Bi variety, going along with 
the polyneuritis, although there was no typical 
Korsakoff syndrome. 

“The pulse remained elevated; she continued to 
become progressively more jaundiced, became 
semistuporous, finally lapsed into coma and died 
on the thirtieth hospital day.” This was presumably 
two to three months after the onset of jaundice. 
There are several bits of information that we are 
not given, which are possibly in the record. We 
do not know whether there was bile in the stools, 
and we are not told whether there was urobilin- 
ogen in the urine. These facts would indicate 
whether or not some bile was coming through in- 
to the intestinal tract. 


Dr. Tracy B. Ma.tory: 


of the stools. 


I can find no record 


Dr. Townsenp: I should infer from that that 
they were essentially normal colored; the nurse 
would probably have reported them if they had 
been clay-colored. I should assume that there was 
bile in the stools and that this was not primarily 
an obstructing jaundice. 

When we put the facts together we have a 
story of painless jaundice of some two to three 
months’ duration, and so far as we know, a con- 
tinuous fever, a large liver and microcytic nor- 
mochromic anemia, with a marked leukocytosis 
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and a considerable degree of areflexia and disturb- 
ance of the vibration sense. The areflexia and 
disturbance of vibration sense I should assume 
were due to avitaminosis, and probably not con- 
nected with the liver disease. As to the lesions 
that might produce such a picture, the first 
thought, particularly in view of the very strong 
alcoholic history, is that of cirrhosis of the liver of 
the alcoholic type. There is one finding that is 
very unusual for that condition —the leukocy- 
tosis: in alcoholic cirrhosis the leukocyte count is 
usually low, and very seldom over 15,000. This 
makes one wonder whether we are dealing with 
some one of the other causes of painless progres- 
sive jaundice, such as carcinoma of the head of 
the pancreas or bile ducts or possibly intrahepatic 
primary carcinoma, such as sometimes occurs on 
top of alcoholic cirrhosis. I see no way that such 
a condition could be definitely diagnosed from 
the evidence at hand. I do not believe that she 
had biliary obstruction because of the presumable 
absence of clay-colored stools. I think it is quite 
possible that she did have two types of jaundice, 
one due to liver-cell destruction with the accumu- 
lation of bilirubin in the blood stream, and the 
other due to intrahepatic obstruction of the bile 
ducts as the result of long-standing liver disease. 
One also has to think of the possibility of silent 
stone, but that would seem an extremely remote 
possibility in this case. We are given no x-ray 
report, so I assume that no films were taken. 

The most likely diagnosis is that of alcoholic 
cirrhosis in which there was a two-fold process, 
one a long-standing disease with cirrhotic changes 
and the other a recent event with extensive de- 
struction of the liver cells, a condition which would 
account for the progressive jaundice, essentially 
like that of acute yellow atrophy, and possibly for 
the leukocytosis, which is unusual in the chronic 
alcoholic cirrhosis. 


CurnicaLt DIAGNOSES 


Cirrhosis of liver, with acute liver failure. 


(Cholemia.) 


Dr. TownsEenp’s DIAGNosEs 


Acute and chronic alcoholic cirrhosis of the 
liver. 
Avitaminosis. 
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ANATOMICAL DIAGNOSES 


Alcoholic cirrhosis of the liver, slight chronic. 
Acute hepatitis. 

Icterus. 

Anasarca. 

Bile nephrosis. 

Splenomegaly, slight. 

Esophageal varices. 


Dr. Mattory: The liver was greatly enlarged, 
weighing 2500 gm., and perfectly smooth; a defi- 
nite increase in consistence was apparent, not so 
much by palpation as when one made an attempt 
to cut it. The cut surface was predominantly 
pale-yellow, due to very large amounts of fat, but 
a faint greenish tinge was apparent in some 
areas, thus indicating bile stasis. Microscopically 
there was extensive acute destruction of the liver 
cells, which I think we can assume occurred in 
the final episode. There was also slight but definite 
cirrhosis, which can probably be traced back to 
the previous periods of alcoholic indiscretion. It 
is often difficult in these cases to get an accurate 
story regarding the duration and severity of the 
alcoholism. In this case it could not have been 
very long because the cirrhosis was still of minor 
extent. There were a few demonstrable esophag- 
eal varices. The spleen was not markedly en- 
larged, weighing 300 gm. At that figure I should 
be skeptical as to whether it was palpated; 
spleens are usually not palpable until they weigh 
nearly 400 gm. There was quite a generalized 
anasarca, and I imagine that if the serum protein 
levels had been determined they would have been 
low, probably with a reversal of the albumin- 
globulin ratio. Almost certainly that rather than 
the slight portal obstruction was the cause of the 
edema. 

Dr. Joun D. Stewart: What about the kid- 
neys? 

Dr. Mattory: They were swollen and obvious- 
ly bile stained in gross, and microscopically they 
showed a moderate grade of bile nephrosis. 

Dr. Townsenp: Was there any examination of 
nervous tissue? 

Dr. Matitory: Some nerves were sectioned, but 
to date I have nothing but sections stained with 
hematoxylin and eosin, a stain which is useless 
in determining whether there is slight nerve de- 
generation. 
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MEDICAL PREPAREDNESS: 
THE GENERAL PROBLEM 


Mepicat preparedness is a much bigger problem 
than that concerned with provisions for the care 
of those who are wounded in action or become 
sick while enlisted. An adequate discussion of 
its many ramifications and implications would 
fill a book with many hundreds of pages, but 
it is of such importance to the safety and integrity 
of this country and of such vital interest to the 
medical profession that during the next few weeks 
some of the salient points will be discussed edi- 
torially. In the present editorial, the major topics 
of medical preparedness will be outlined. 

The first, and probably the most important, 
of the various aspects is the health of the nation. 
As Surgeon General Thomas Parran* has so ably 


*Parran, T.: Health and medical preparedness. J. A. M. A. 115:49-51, 
940. 


Aug. 8, 1940 


pointed out, aggressive national strength — and it 
must be aggressive to be effective—depends on 
the provision not only of armament, munitions, 
supplies and food but also of man power, and 
the last is governed by physical fitness, freedom 
from preventable disease, and morale or mental 
stamina, all of which are responsibilities, directly 
or indirectly, of the medical profession and public- 
health agencies. 

The second point concerns the gathering of ac- 
curate information relative to the professional and 
technical personnel that is available for medical 
or public-health service, regardless of type. The 
proper listing of such facts is a necessity not only 
for mobilization but also for the provision of 
proper medical care for those who remain at home. 

The third topic—one that is closely tied up 
with, if not a part of, the first —has to do with 
industrial workers. An unexcelled efficiency of 
machines is but of little advantage in times of war 
if it is hampered by a physical breakdown of 
those who man them, as a result of new industrial 
hazards and to the exaggeration of familiar ones, 
both of which are bound to accompany vast in- 
dustrial expansion. Every conceivable effort must 
be made to protect the health of the worker and 
his family; in other words, the accepted ideas 
relative to the practice of industrial medicine must 
be rigidly followed. 

The fourth consideration involves plans for 
total war: the organization of military divisions 
and hospitals; the training of technical personnel; 
the standardization of medical and surgical pro- 
cedures, and the conveyance of this knowledge 
to regular and prospective medical officers; and the 
provision of adequate amounts of surgical instru- 
ments and of those drugs and biological products 
that are essential for proper medical care. 

The whole problem is vast, in fact seems im- 
measurable; however, with the aid of govern- 
mental agencies, public-health departments of 
states and cities, the National Research Coun- 
cil, national voluntary organizations interested in 
health and disease, and the medical and related pro- 
fessions, it can be accomplished. Some sort of a co- 


ordinating agency is obviously necessary. Surgeon 
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General Parran has suggested that “a co-ordinator 
of medical and health preparedness be appointed 
under the National Defense Council.” The re- 
sponsibilities seem to be too varied and too great 
to be shouldered by any one individual, and a 
fulltime board composed of four or five men, 
each of whom is an expert in one or another of 
the aspects of medical preparedness, would appear 
to offer the logical solution. In any event, the 
success of the plan—like that of any huge un- 
dertaking — demands careful planning, intelligent 
co-operation and unstinted sacrifice. 


QUARTERLY JOURNAL OF 
STUDIES ON ALCOHOL 


Wiruin the past five years the attention of sci- 
entists has been redirected toward the problem of 
alcoholism and related conditions. It is pleasing 
to note that the hysterical interest shown during 
the era of prohibition has waned and has been 
replaced by scholarly studies representing all in- 
terests. In order to foster an impartial point of 
view, the Research Council on Problems of Al- 
cohol, an afhliate of the American Association for 
the Advancement of Science, was organized —a 
step which was commented on editorially in the 
February 15 issue of the Journal. 

Recently the first number of the first volume 
of the Quarterly Journal of Studies on Alcohol 
made its appearance. The Research Council on 
Problems of Alcohol has chosen the new journal 
as its official organ, and the editorial board is 
composed of members of the scientific committee 
of that organization. Massachusetts is represented 
by Drs. Thorne M. Carpenter, Merrill Moore and 
Abraham Myerson. The journal is published in 
New Haven and is edited by Dr. Howard W. 
Haggard, of Yale University, and Dr. Nathan 
Rakieten. 

Librarians have been known to state that there 
are too many medical journals and that several 
could be eliminated without loss. However, this 
newest one will serve a distinctly useful function 
in providing a medium for the increasingly large 
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number of scientific studies that are being carried 
out in the United States for the purpose of ascer- 
taining the nature and needs of alcoholic indi- 
viduals. Not all the articles that appear in the 
first issue of this journal represent definitive or 
therapeutic studies. The forensic viewpoint is 
presented through a section entitled “Medicolegal 
Reviews,” and in this maiden number it is con- 
cerned with “Chemical Tests in the Proof of 
Intoxication under Workmen’s 


Statutes.” 


Compensation 


Of nine original articles two are psychiatric in 
nature, three are biochemical, two are pathological 
and two are statistical. All this demonstrates a 
praiseworthy effort to cover various and different 
phases of alcoholism. The format is superior and 
dignified, well becoming the serious attitude to- 
ward the problem of the persons whose work is 
represented. One article deserves special mention. 
Dr. Nolan D. C. Lewis, writing on “Personality 
Factors in Alcoholic Addiction,” expresses the at- 
titude of all unbiased students of alcoholism; 
namely, that the condition represents a neurosis, 
a psychiatric aberration, and that it must be ap- 
proached with this in mind before progress in 
treatment can be expected. 

With the threatened suspension of publication 
by the British Journal of Inebriety and several 
Continental journals covering essentially the same 
subject this new journal may become the only 
one in English devoted solely to the collection 
and presentation of information concerning al- 
cohol and alcoholism. 

It cannot be said that alcoholism is decreasing. 
The most hopeful promise that it will decrease 
is the fact that it is now coming to be recognized 
as a medical and psychiatric problem and is be- 
ing studied and treated accordingly. Evidence that 
the heavy artillery of modern scientific medicine 
is being brought to bear on alcoholism can en- 
courage the belief that it may in a reasonably short 
time take its place among the public-health prob- 
lems that are definitely under control. The Quar- 
terly Journal of Studies on Alcohol will render 
service to this end. May it have health and a 
long life! 
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MEDICAL EPONYM 


Law 


The following excerpt is seldom quoted exactly 
as Abraham Colles (1773-1843) gave it in his 
Practical Observations on the Venereal Disease, 
and on the Use of Mercury (London: Sherwood, 
Gilbert and Piper, 304, 1837): 


One fact well deserving our attention is this: that 
a child born of a mother who is without any obvious 
venereal symptoms, and which, without being exposed 
to any infection subsequent to its birth, shows this 
disease when a few weeks old, this child will infect 
the most healthy nurse, whether she suckle it, or mere- 
ly handle and dress it; and yet this child is never 
known to infect its own mother, even though she 
suckle it while it has venereal ulcers of the lips and 


t 
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PNEUMONIA IN PREGNANCY, EMPYEMA 


Mrs. G. R., a twenty-four-year-old para II, in the 
fifth month of pregnancy, telephoned on May 26, 
1925, that she had a cold of several days’ duration. 
The night before she had had a chill, and shortly 
afterward severe pain over the right apex poste- 
riorly when breathing or coughing. An internist 
was called in consultation. 

The family history was negative except there 
was said to be some tuberculosis on the maternal 
side. None of the immediate family had ever 
had any lung symptoms, but the patient was said 
to have always been “weak” and to have had 
three or four pulmonary hemorrhages. There 
was no history of chronic cough or loss of weight. 
The past history included the usual children’s 
diseases. A tonsillectomy had been performed 


- in 1918. Catamenia began at twelve, were regu- 


lar with a twenty-eight-day cycle and lasted five 
days without pain. The last period began on De- 
cember 20, 1924, making the expected date of de- 
livery September 27. The previous pregnancy 
had been uneventful and had terminated in a sim- 
ple forceps delivery on November 19, 1923. The 
present pregnancy had been normal. 

Physical examination revealed a temperature of 

*A series of selected case histories by members of the section will be 


published weekly. Comments and questions by subscribers are solicited 
and will be discussed by members of the section. 


Aug. 8, 1940 


100.4°F. and a pulse of 100. The throat was nor- 
mal; there were no enlarged lymph nodes. The 
heart was rapid but regular, with a soft, systolic 
murmur at the apex. The lungs showed definite 
dullness in the right apex, with a few rales which 
were heard after forced breathing and after 
coughing; there was no bronchial breathing. The 
abdomen was negative except for a tumor consist- 
ent in size with a five-month pregnancy. There 
was no edema. The consultant thought that the 
patient had pneumonia, and she was advised to 
enter the hospital. This was effected several 
hours later. 


On admission the temperature was 102°F., the 
pulse 120, and the respirations 35 to 40. There 
were bronchial breathing and signs of consolida- 
tion at the right apex. Sputum examination showed 
no acid-fast bacilli. On May 27 the white-cell 
count was 6400. The patient complained of ab- 
dominal pain, although the obstetrician did not 
believe that the uterus was contracting. About 
half an hour after he saw her she had some bloody 
discharge, and within an hour she was in labor. 
Under nitrous oxide and oxygen anesthesia she 
eventually delivered herself of a five-month still- 
born fetus without any difficulty. 


On May 29 it was thought that the pneumonia 
had possibly extended into the left lung. An 
x-ray film taken on June 1 showed questionable 
fluid at the base of the right lung, but no evidence 
of tuberculosis. On June 4 the temperature was 
still around 99°F.; there were additional signs of 
fluid at the right base. On June 7 the patient 
complained of pain over the right back and right 
shoulder; the signs of fluid were more marked. 
A second x-ray film taken on June 9 showed ob- 
vious fluid at the right base. The chest was 
tapped, and turbid fluid containing many pneumo- 
cocci obtained. A second tap was done on June 
10, again with the recovery of cloudy fluid. A 
surgical consultation was held, but postponement 
of operation was advised. During this time the 
temperature ranged from 101 to 102°F. On June 
13 the chest was again tapped, and moderately 
thick pus was obtained. An operation was per- 
formed, and a large, apparently definitely walled- 
off, empyema cavity was found. Following opera- 
tion the temperature rose to 102.6°F. on June 17, 
and to 101.6 on June 23. There was a dull area at 
the right of the sternum, which by x-ray proved 
to be a patch of unresolved pneumonia. On June 
29 the temperature rose to 103.2°F. A consultation 
was held, but the consultant believed that there 
was no indication for operative interference. The 
following day the temperature was normal. On 
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July 3 the temperature rose following the changing 
of tubes and the patient developed a severe cough, 
with the raising of thick, yellow, foul sputum. 
Moderate amounts of greenish sputum, not defi- 
nitely foul, persisted for a few days. By July 10 
all that remained was an irritating, nonproductive 
cough. On July 14 a deep abscess in the right 
thigh, which had resulted from an injection of 
ergot, was evacuated, and on July 25 the patient 
was discharged home. The drain was removed 
on August 8. 

At an office examination on November 16 no 
abnormalities were noted; the empyema wound 
had satisfactorily healed. 


Comment. It is really not quite fair to infer 
that pregnancy had any great influence on this 
case of pneumonia, with its serious complications. 
The patient was treated ideally from the start. 
The pneumonia developed very quickly following 
a cold. The patient was seen by a medical con- 
sultant at the very beginning of the illness, and 
hospitalized as soon as possible. The labor was 
very simple, and wa’ accompanied by no real 
distress and no unusual loss of blood. It is not too 
optimistic to infer that chemotherapy might well 
have prevented the unresolved pneumonia and the 
development of the empyema. The patient sub- 
sequently had two uneventful pregnancies. 


DEATHS 


HALSALL — Mary EvizasetH M.D., of Win- 
throp, died August 1. She was in her seventy-sixth year. 

Born in East Boston, she received her medical degree 
from Tufts College Medical School in 1903. She practiced 
in East Boston the greater part of her life and had been 
associated with the New England Hospital for Women 
and Children for many years. 

Dr. Halsall was a retired member of the Massachusetts 
Medical Society, the American Medical Association and 
the New England Women’s Medical Society. 

Her widower, a daughter, a son and a grandson sur- 
vive her. 


LATHAM — Benont Mowry Latuam, M.D., of Mans- 
field, Massachusetts, died July 24. He was in his sixty- 
eighth year. 

Born in Smithfield, Rhode Island, he received his medi- 
cal degree from Harvard Medical School in 1900. He 
served with the medical corps during the World War. 

Dr. Latham was a member of the Massachusetts Medi- 
cal Society, the American Medical Association and the 
Mansfield Doctors’ Club. 

His widow, two sons, a daughter, a brother, a sister 
and several grandchildren survive him. 


MISCELLANY 
ENROLLMENT OF VOLUNTARY 
BLOOD DONORS 


The American Red Cross, acting at the request of the 
Surgeon General of the U. S. Army, recently announced 
experimental plans for the promotion of a nationwide 
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corps of volunteer blood donors which would become 
part of the national defense program, when and if needed. 

Chairman Norman H. Davis, in announcing the pro- 
posed program, declared the plan would be to make 
available blood plasma to the U. S. Army Medical Corps 
in the event of emergency. For the past four years, he 
said, twelve Red Cross chapters have been furnishing 
whole blood from volunteers to hospitals for civilian use. 
The new program will be patterned along similar lines, 
using plasma instead of whole blood, it was explained. A 
preliminary study involving 1300 Red Cross volunteers 
in four cities throughout the country will be conducted 
under the direction of a special committee appointed by 
the National Research Council, Chairman Davis said. 

Dr. William DeKleine, national medical adviser of the 
Red Cross, said that the proposed plan for collecting blood 
was patterned after the blood-bank idea except that plasma 
will be used instead of whole blood. Plasma, he explained, 
is as satisfactory as whole blood in the treatment of hem- 
orrhage and shock. “Plasma,” Dr. DeKleine pointed 
out, “has many advantages over whole blood. The latter 
can be kept only a few days because the red blood cells de- 
teriorate very quickly. Plasma can be kept indefinitely, 
does not require typing, and can be moved about freely 
without any damage to it. It can be transported any dis- 
tance and is therefore applicable in military as well as 
civilian practice. Preliminary studies must be made to 
perfect methods of collecting, storing and administering 
plasma under conditions comparable to war-time emer- 
gency. Blood for this initial study will be furnished by 
volunteers at the various hospitals where members of the 
Research Committee are regularly employed. The 
plasma collected will be stored and used as emergencies 
arise at these hospitals.” 

After these preliminary investigations have been com- 
pleted, the Red Cross will work out with the medical de- 
partment of the U. S. Army plans for enrolling prospec- 
tive donors in cities throughout the country where collect- 
ing centers will be established. In the event of an emer- 
gency, the Red Cross could start delivering plasma within 
ten days after enrollment is completed, Dr. DeKleine 
said. Blood so collected will be pooled in large sterile 
containers, to simplify storage, in sufficient quantities to 
meet the emergency needs for treating the wounded. 

Recruiting donors will be conducted by a special blood- 
transfusion committee of the local chapter, which will 
include leading physicians. The technical phases of the 
project will be performed by the medical staffs of the co- 
operating hospitals. They will examine the prospective 
volunteers, make the necessary blood tests and bleed those 
who are found to be satisfactory. 


NOTES 


Appointments to the teaching and research staff of the 
Harvard Medical School and Harvard School of Public 
Health were recently announced by the University as 
follows: 

In the Harvard Medical School, effective September 1, 
1940: Walter H. Sheldon, M.D. Royal University of La- 
tania, Italy ’35, now at the Free Hospital for Women, 
Brookline, instructor in pathology; Oscar D. Ratnoff, 
M.D. Columbia University ’39, now at Johns Hopkins 
University Hospital, Austin Teaching Fellow in Physiol- 
ogy; Bernard J. Jandorf, A.M. Harvard °40, of Brookline, 
teaching fellow in biological chemistry; Charles L. Sturde- 
vant, M.D. University of Nebraska ’36, now at Children’s 
Hospital, Boston, assistant in orthopedic surgery; Robert 
M. Crowder, M.D. Northwestern University '37, of Bos- 
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ton, assistant in roentgenology; Walter L. Hughes, Ph.D. 
Massachusetts Institute of Technology °40, of Boston, re- 
search fellow in physical chemistry; and Bernard Bandler, 
2nd, M.D. Columbia °38, now at Boston City Hospital, 
assistant in psychiatry. 

In the Harvard Medical School, effective January 1, 
1941: Bruce R. Merrill, M.D. Harvard °38, now at Boston 
Psychopathic Hospital, assistant in psychiatry. 

In the Harvard School of Public Health, effective Sep 
tember 1, 1940: Floyd D. Hager, Ph.D. University of 
Illinois °26, of Brookline, instructor in applied immunol- 
ogy; and Ralph W. McKee, Ph.D. St. Louis University *40, 
of St. Louis, instructor in industrial hygiene. 

The July issue of the Archives of Pathology is dedicated 
to Dr. S. Burt Wolbach, Shattuck Professor of Pathologi- 
cal Anatomy at the Harvard Medical School and pathol- 
ogist at the Peter Bent Brigham Hospital. As is custom- 
ary, all the papers have been contributed by his present 
and former students and associates. 


REPORTS OF MEETINGS 
SUFFOLK DISTRICT MEDICAL SOCIETY 

A reguiar meeting of the Suffolk District Medical So 
ciety, held at the Boston Medical Library on March 27, 
was devoted to a discussion of “Diarrhea.” Dr. Reginald 
Fitz presided. 

The first paper, on “Acute Infectious Diarrhea,” was 
read by Dr. Roy F. Feemster, of the Massachusetts De 
partment of Public Health. The speaker traced the de 
crease in most diarrheal diseases, particularly the serious 
ones, since 1860 and showed its correlation with the per- 
fection of sanitation, the pasteurization of milk, and the 
recognition of carriers among food handlers. Typhoid 
fever has diminished from 88 cases per 100,000 in 1860 
to 0.2 at the present time, while paratyphoid fever, which 
has never caused more than two deaths per year in this 
state, seems to be gradually increasing. The latter is 
partly due to better diagnosis and more diligent search, it 
was added. Dysentery, which takes its toll particularly 
in infants and in the aged, has been changing in the type 
of responsible organism. Whereas the Flexner strain was 
the chief etiologic agent prior to 1937, this has not in- 
creased recently, while the Sonne strain has shown a re- 
markable rise, particularly in sporadic cases. 

Diarrhea and enteritis in infants have also shown a de- 
crease. Since these conditions are particularly prone to 
strike during the summer, the significant factors in the 
reduced incidence have been pasteurization of milk, re- 
frigeraticn of milk and food, and education of the mother 
in regard to regulating the child and his environment. 
In this age group in particular, stated Dr. Feemster, cer- 
tain outbreaks may be attributable to virus infection, for 
in maternity wards the spread may be explosive and 
brought about by only casual contact. 

In spite of the reduction in the prevalence of the more 
serious varieties of intestinal diseases, diarrhea is still one 
of the frequent ailments seen by the physician. In most 
cases the duration is short and the illness mild, but we 
must be continually on the alert to make sure that the 
next case seen is not one of the more serious varieties. 
Typhoid fever, paratyphoid fever and dysentery are still 
endemic and may at any moment occur in the practice 
of a physician. Dr. Feemster indicated that although 
there is no reliable way of making an estimate, probably 
10 to 25 per cent of the population have diarrhea at some 
time during each year, and yet only 25,000 of this hypo- 
thetical half-million to a million people can have their 
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stools examined in a recognized laboratory with the facili- 
ties now available. In order to choose appropriate cases 
for bacteriological study, the following conditions are par- 
ticularly applicable: blood or mucus in the stool; an un- 
explained fever in the presence of diarrhea; a diarrhea 
lasting more than forty-eight hours; cases with marked 
prostration, especially in infants; secondary cases; and 
multiple cases occurring at any time in a family, even in 
the absence of the above findings. 

In regard to follow-up, Dr. Feemster suggested observing 
precautions until three negative stools have been obtained. 
The basis for this precaution is well borne out by the 
statistics on the number of stools examined in cases of 
paratyphoid fever before they were negative. Bacilli were 
present in half the cases in the fifth week and 12 per 
cent in the mnth week, and not until the thirticth week 
were only 3 per cent — the permanent carriers — positive. 

“The Maintenance of Adequate Nutrition in Chronic 
Diarrhea” was the title of the discussion by Dr. Maurice 
B. Strauss of the Boston City Hospital. He stated that al- 
though purified vitamin preparations are rarely needed for 
the maintenance of nutrition in the normal person, de- 
ficiencies of vitamins, minerals and protein are prone to 
develop in chronic diarrhea. Such deficiencies may re- 
sult from an inadequate intake, poor absorption or an 
increased need of these substances. In addition, a vicious 
circle may be formed in chronic diarrhea where an avi- 
taminosis, particularly of the vitamin B complex, may 
cause such changes in the gastrointestinal mucosa as to 
prolong the diarrhea. 

Vitamin K deficiency may result from a variety of dis- 
turbances of the biliary or intestinal tracts, but no symp- 
toms occur until the prothrombin falls to 25 to 30 per 
cent of normal. The intravenous administration of syn- 
thetic vitamin K has shown immediate and striking re- 
sults, but the substance should be administered by mouth 
or intramuscularly for sustained effect. 

Ascorbic acid is particularly necessary as an auxiliary 
food factor in diarrhea, for natural food sources of vita- 
min C may be poorly tolerated in this condition. 

Patients with pernicious anemia are prone to diarrhea, 
and liver extract by mouth in such people may be poorly 
absorbed. A case was cited where one one-hundredth as 
much extract parenterally proved effective where the oral 
route had failed. Similarly, iron absorption is diminished 
and the intake usually limited by the dietary restrictions. 

Dr. Strauss discussed briefly the chief findings of other 
vitamin deficiencies which may occur during chronic diar- 
rhea. A lack of vitamin A leads to poor dark adaptation; 
of riboflavin to cheilosis and fissures at the corner of the 
mouth. Vitamin B therapy is effective in relieving the 
peripheral nerve and cardiac symptoms of its deficiency; 
and nicotinic acid combats the glossitis and the dermati- 
tis of the exposed or irritated parts seen in pellagrins. 

The optimum treatment for a patient with chronic diar- 
rhea was summed up by Dr. Strauss. It should include 
an adequate intake of calories and proteins, the latter often 
by necessity being supplied wholly or largely by milk and 
eggs, and vitamins and minerals in their natural form in 
fruits and vegetables, when possible. Dr. Strauss sug- 
gested the daily use of 5000 units of vitamin A, 2 mg. of 
thiamin chloride (probably), 100 mg. of nicotinic acid, 2 
mg. of riboflavin, 100 mg. of cevitamic acid, 1000 units 
of vitamin D, 2 to 3 gm. of calcium, 30 mg. of iron, | to 
2 mg. of vitamin K, and a minimum of 100 gm. of pro- 


tein. 

The discussion was opened by Dr. Chester M. Jones, 
of the Massachusetts General Hospital, who called atten- 
tion to the striking incidence of infectious diarrhea pre- 
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vailing during the winter months. Unlike the results with 
the summer diarrheas of children, public-health measures 
have failed to lower the incidence of such disturbances, 
which frequently occur in epidemics as well as sporadi- 
cally. Many such cases are undoubtedly due to outbreaks 
of Sonne dysentery, but in addition, he raised the ques- 
tion as to the possibility of a virus infection which might 
warrant careful study. The importance of such out- 
breaks was stressed, inasmuch as some of the more se- 
vere cases, particularly those of Sonne dysentery, appear 
to possess all the characteristics of subacute ulcerative 
colitis and to be indistinguishable from this serious con- 
dition. He also mentioned the apparent increase in infec- 
tious diarrhea due to various causes, such as dysentery 
bacilli, amebae and the like, incident to winter cruises 
and airplane travel to subtropical and tropical areas. An 
apparently innocent case of infectious diarrhea should be 
watched carefully if blood appears in the stools. Such can 
occur in cases of Sonne dysentery, for example, but also 
may be a first warning of a serious ulcerative colitis. He 
stressed the importance of the maintenance of nutrition 
in all cases of prolonged diarrhea, with particular reference 
to those occurring in infants and young children. Even in 
adults, however, especially when severe diarrhea persists 
over a period of several days, the use of transfusions and 
parenteral fluids may be of importance. 

Dr. Charles F. McKhann, of the Children’s Hospital, 
discussed diarrhea in children and suggested that the in- 
crease, at least in institutional epidemics, indicates the ex- 
treme infectiousness of the Sonne strain, for even good 
isolation has sometimes failed to prevent cross-infection. 
That poor technic of bathing is at least partially responsible 
is evidenced by the large number of such epidemics in 
Massachusetts, where the incidence of flies is relatively low. 
In treating diarrhea, it was advised that those with dysen- 
tery, which is essentially a constitutional disease, can tol- 
erate food a day or two after the acute symptoms have 
subsided, while those with gastroenteritis have residual in- 
testinal irritation and should not be offered nutrition for 
some time. 


HARVARD MEDICAL SOCIETY 


A regular meeting of the Harvard Medical Society, 
with Dr. Elliott C. Cutler presiding, was held at the Peter 
Bent Brigham Hospital on April 23. 

The first case presented was that of a young man with 
a typical history of peptic ulcer, which was refractive to 
medical care and eventually necessitated surgery. Dr. Cut- 
ler described the newer type of operation which attempts 
to reduce more effectively the prevailing acidity by re- 
moving the folds of fundic mucosa. This leaves only a 
tube of stomach along what was formerly the lesser curva- 
ture, and the secreting surface is thus markedly decreased. 
Dr. E. S. Emery stated that the immediate results of this 
operation appear better than those of former methods. He 
also said that failure to control ulcer symptoms by a truly 
adequate medical regimen probably indicates either a 
lack of control of the acidity or a penetrating lesion. It 
was suggested, therefore, that such cases be chosen early 
for elective surgical treatment. 

The medical case was that of a twenty-seven-year-old 
man who had had intermittent headaches for two months. 
One year before entry, the patient had developed naso- 
pharyngitis, and eight months later, “back pain” which 
was treated with a low-salt, low-protein diet. The head- 
aches had become more severe, and two weeks before ad- 
mission there was blurring of vision, followed shortly by 
bouts of nausea and vomiting. The family history was 
significant only in that the patient’s mother had died of 
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Bright’s disease at thirty-two years of age. Physical ex- 
amination revealed fundic changes compatible with hy- 
pertensive encephalopathy, an enlarged heart and a blood 
pressure of 206 systolic, 156 diastolic. At times there 
were twitchings and the patient was very restless. Labora- 
tory findings of significance were a moderate anemia, a 
blood-calcium of 4.9 mg. per 100 cc., a nonprotein nitrogen 
of 115 to 135 mg. and a normal total blood protein. Dr. 
Soma Weiss suggested the diagnosis of malignant hyper- 
tension and malignant nephrosclerosis, without any evi- 
dence of preceding glomerulonephritis or pyelonephritis. 
The fact that the initial manifestations might be referable 
to the head and uremia was emphasized. Dr. Weiss dis- 
cussed the yellowish-brown pigmentation which often oc- 
curs in nephritis as a result of failure to excrete urochrome. 
A warning was issued against ill-advised brain surgery on 
the basis of the true papilledema and the occasional in- 
creased cerebrospinal-fluid pressure found in hypertensive 
encephalopathy. 

The speaker of the evening was Dr. W. J. Merle Scott, 
of Rochester, New York, who discussed “Some Problems 
in the Proper Emptying of Hollow Viscera.” He first 
considered the urinary bladder, the emptying of which is 
controlled by the sacral parasympathetic nerves. It was 
pointed out that cord injuries or tabes dorsalis affects the 
parasympathetic fibers so that there is a resultant imbal- 
ance of innervation. The cystometrogram has proved in- 
dispensable in the establishment of the type of bladder 
difficulty, both initially and during treatment. Presacral 
neurectomy in tabes dorsalis, by removing the normal 
sympathetic inhibition, often improves bladder function. In 
the chronic cystitis found in genitourinary tuberculosis, 
some improvement may often result by the removal of 
the fibers which innervate the region of the internal 
sphincter and trigone. 

Surgery for the benefit of faulty large-bowel function 
centers largely around the treatment of megacolon. A 
preoperative test with spinal anesthesia should be used to 
clinch the fact that there is truly an imbalance of innerva- 
tion in favor of the sympathetic system, and then some 
form of sympathectomy should be done. In young men, 
on whom presacral neurectomy is performed, care should 
be taken not to divide the fibers from the first lumbar 
ganglion, for this prevents ejaculation. 

In regard to cardiospasm of the esophagus, Dr.-Scott em- 
phasized the importance of differentiating the purely spas- 
tic type and that wherein hypertrophy is the outstanding 
characteristic. Spinal anesthesia with its accompanying 
sympathetic paralysis is also a helpful diagnostic procedure, 
and operation should be carried out only where sympathetic 
overbalance is definitely an important or the sole factor. 
Resection for peptic ulcer has been known to alleviate the 
symptoms of cardiospasm. An operation was suggested 
whereby the esophagus is brought down after resection 
and a new opening is made. 

The discussion was initiated by Dr. Walter B. Cannon, 
who stated that the essential function of the extrinsic 
nerves to the hollow viscera is an increase of tone from 
parasympathetic and a decrease from sympathetic innerva- 
tion. The stretch stimulus parallels the tone in general, 
so that on gradual filling an increased tone in a sensitive 
organ causes the threshold stimulus to be reached earlier, 
a fact which explains the role of the dual innervation 
and the imbalance that causes faulty emptying. Dr. Can- 
non also stated that the denervated esophagus and stom- 
ach eventually develop an adequate independent tone. 
Conditions which may decrease the intrinsic tone and so 
cause poor emptying of hollow viscera include a depressed 
physical condition with its generalized decreased muscular 
tone, emotional upsets where sympathicoadrenal stimula- 
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tion reigns and persistent sympathetic overstimulation as 
found in Hirschsprung’s and Raynaud's diseases. 

Dr. James C. White discussed cystograms and colometro- 
grams under normal, pathologic and treated conditions; he 
showed the parallelism between the curves for the various 
conditions in the two organs. Further studies on the re- 
sults of the surgical treatment of megacolon demonstrated 
that the haustrums remain as a result of the intrinsic 
plexi of Meissner and Auerbach but that the rush peristal- 
sis is lost. An interesting observation was that presacral, 
lumbar or splanchnic neurectomy has no effect on the 
emptying of hollow viscera in normal individuals. 

Dr. Cutler urged that one remember that spinal anes- 
thesia may cause a permanent rather than merely a tem- 
porary improvement in Hirschsprung’s disease. A warn- 
ing was also issued to the effect that intraspinous novocain 
may be more injurious in some patients than is commonly 
supposed. 

Dr. William C. Quinby reported disappointing results 
in the treatment of painful urinary bladders by neurec- 
tomy, especially when the underlying disease is an inter- 
stitial cystitis. 


WORCESTER NORTH DISTRICT 
MEDICAL SOCIETY 


A regular quarterly meeting of the Worcester North 
District Medical Society was held Wednesday, July 24, 
at 1:00 p.m., at the Henry Heywood Memorial Hospital. 

After an excellent dinner, the president, Dr. B. P. 
Sweeney, called the meeting to order. The records of 
the previous meeting were read and approved. After a 
discussion of the “Gentlemen’s Agreement” and the blank 
for patients to sign, giving permission to the insurance 
companies to pay the physician direct, the president spoke 
of the meeting in Boston of the committee of the Massa- 
chusetts Medical Society and representatives of the insur- 
ance companies. He mentioned the following points: in- 
formation concerning the injuries of a patient should not 
be discussed over the telephone; written consent of the 
patient should be obtained before any information con- 
cerning the patient is given; any discussion of the pa- 
tient’s injuries or condition must not be discussed with 
the physician representing the insurance company, except 
in the presence of the patient. 

A communication was read from the National Physi- 
cians Committee, describing the progress being made and 
appealing for members and for money to continue their 
work. Dr. J. J. Curley moved that the society donate 
the sum of $50 for this purpose. This was seconded 
by Dr. C. B. Gay and voted unanimously. 

The resolution of the special committee of the Commit- 
tee on Public Relations of the Massachusetts Medical So- 
ciety to study medical-costs insurance plans was then read. 

Under reports of committees, Dr. R. F. Bachmann re- 
ported that the Legislative Committee did not approve 
Senator Lodge’s substitute measure for the Wagner Bill, 


"as it was just another attempt at concentration of federal 


authority in Washington. It was moved that this infor- 
mation be sent to Senator Lodge as the feeling of this so- 
ciety. Dr. T. R. Donovan then proposed an amendment 
to this motion, namely, that this report include the rea- 
sons of the committee for its non-approval, together with 
an expression of appreciation of Senator Lodge’s motives 
in making his proposal, which is such an improvement 
over the Wagner Bill. This amendment was passed with- 
out dissenting votes. 

Dr. Curley then disclosed another proposal of the fed- 
eral government, whereby $14,000 would be appropriated 
this year for the segregation of all new cases of rheumatic 
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fever with involvement of the heart at three cities in the 
State — Boston, Worcester and Springfield. These would 
be cared for by three consultants under the direction of 
the State Department of Public Health. He described 
the various conditions, regulations, board fee and so 
forth prescribed and requested the opinion of the 
society as to how he should vote at the meeting of 
the Committee on Public Relations. Dr. F. Thompson 
moved that the report of Dr. Curley be accepted and that 
the society instruct him to vote against acceptance of this 
measure. This was passed without dissenting votes. 

Dr. Curley then discussed the lack of support given 
congressmen in Washington and recommended that the 
members of the society show their interest by sending 
telegrams. He then moved that the secretary be em- 
powered to send a telegram to any legislator with the 
names of members of the Worcester North District Medi- 
cal Society in favor of or opposed to any measures affect- 
ing the society or the medical profession, provided sanc- 
tion has been given by the Legislative Committee. This 
motion was passed. 

The speaker of the day, Dr. Alan Moritz, professor of 
legal medicine at Harvard Medical School, then spoke on 
“Tales That Dead Men Tell.” He discussed the percent- 
age of medicolegal deaths and the percentages of acci- 
dents, suicides and homicides in this group. He showed 
lantern slides of interesting cases and spoke of the meth- 
ods in use to determine causes of death. His material had 
been assembled from all parts of the world and was very 
interesting. The slides showed many cases of suicide and 
homicide, and he discussed the points that led to the final 
decision. He also showed several cases which were thought 
to be caused by trauma but were due to natural causes, 
and the opposite. 


NOTICES 
ANNOUNCEMENT 


Watrter F. Lever, M.D., announces the opening of an 
office at 270 Commonwealth Avenue, Boston. 


AMERICAN BOARD OF OBSTETRICS 
AND GYNECOLOGY 


The following action regarding case records to be sub- 
mitted by candidates taking the Group B, Part I, exam- 
ination after January 1, 1942, was passed by the American 
Board of Obstetrics and Gynecology at its annual meet- 
ing in Atlantic City, New Jersey, on June 6, 1940: “Case 
records submitted by candidates must be of patients treated 
within four years prior to the date of the candidate’s ap- 
plication. The number of cases taken from one’s residency 
service should not be more than half of the total number 
of fifty cases required.” 


In response to numerous inquiries regarding special 
training requirements, the Board desires again to announce 
that there are three methods of meeting these require- 
ments for admission to examination. First, by the resi- 
dency system; second, by the partial residency and partial 
assistantship method; and third, entirely by the assistant- 
ship or “preceptorship” method. Details of the residency 
requirements are given in the booklet that is forwarded 
by the Board on request. 


The Board will accept in lieu of the formal residency 
service the training acquired by a candidate serving on an 
assistant or dispensary staff of an obstetric and gynecologic 
division of a recognized hospital, under the direction of a 
recognized obstetrician-gynecologist (preferably a diplo- 
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mate). The time required for this type of training must 
be longer than that with the formal, more intensive, 
residency type of training, and the allowance of time de- 
pends on the duties and responsibility given the candidate. 
Applicants lacking all formal special training should 
have a minimum of five years of hospital-clinic or as- 
sistant hospital-staff appointments in the specialty, under 
approved direction. Teaching appointments without ac- 
companying hospital staff or clinical appointments will not 
satisfy the requirements. A special form amplifying the 
original application must be filled out to cover the de- 
tails of such assistantship or preceptorship type of train- 
ing. For special training the Board approves work done 
in institutions approved jointly by the Board and by the 
Council on Medical Education and Hospitals of the Amer- 
ican Medical Association. 

For further information, address Dr. Paul Titus, Secre- 
tary, 1015 Highland Building, Pittsburgh, Pennsylvania. 


SOCIETY MEETINGS AND CONFERENCES 


Serremsben 2-6 — American Congress of Physical Therapy. 
issue of May 16. 

Ocroser 6-11 — Annual meeting of the American Academy of Ophthal- 
mology and Otolaryngology. Page 81, issue of July 11. 

Ocroser 8-11 — American Public Health Association. 
of April 11. 

Ocroser 11, 12 — Pan-American Congress of Ophthalmology. Page 898, 
issue of May 23. 

Ocroser 14-25 — 1940 Graduate Fortnight of the New York Academy 
of Medicine. Page 938, issue of May 30. 

Ocroser 2] — American Board of Internal Medicine. 
of February 29. 


Page 862, 


Page 655, issue 


Page 369, issue 


January 4, 1941 — American Board of Obstetrics and Gynecology. Page 
1064, issue of June 20. 

Marc 8—American Board of Ophthalmology. Page 201, issue of 
August 1, 

Aprit. 21-25 — American College of Physicians. Page 1065, issue of 
June 20. 


BOOKS RECEIVED 


The receipt of the following books is acknowl- 
edged, and this listing must be regarded as a suf- 
ficient return for the courtesy of the sender. Books 
that appear to be of particular interest will be re- 
viewed as space permits. Additional information in 
regard to all listed books will be gladly furnished 
on request. 


Behind the Scenes of Murder. By Joseph Catton, M.D., 
clinical professor of medicine, Stanford University. . 
cloth, 355 pp. New York: W. W. Norton & Company, 
Inc. $3.00. 


Report on the Sex Question by the Swedish Population 
Commission. A publication of the Medical Aspects of 
Human Fertility Series issued by the National Committee 
on Maternal Health, Inc. Translated and edited by Vir- 
ginia Clay Hamilton, M.D. 8°, cloth, 182 pp., with 9 
tables. Baltimore: Williams & Wilkins Company, 1940. 
$2.00. 


Clinical Practice in Infectious Diseases for Students, 
Practitioners and Medical Officers. By E. H. R. Harries, 
M.D. (Lond.), M.R.C.P., D.P.H., medical superintendent, 
North-Eastern Hospital (London County Council), and 
M. Mitman, M.D. (Lond.), M.R.C.P., D.P.H., D.M.R.E., 
medical superintendent, River Hospitals, with a foreword 
by W. Allen Daley, M.D. (Lond.), F.R.C.P., D.P.H., 
medical officer of health, London County Council. 8°, 
cloth, 468 pp., with 31 illustrations and 28 tables. Balti- 
more: Williams & Wilkins Company, 1940. $6.00. 
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Physiology of Micturition: Experimental and clinical 
studies with suggestions as to diagnosis and treatment. 
By Orthello R. Langworthy, M.D., Lawrence C. Kolb, 
M.D. and Lloyd G. Lewis, M.D. A publication of the 
sub-department of neurology and the James Buchanan 
Brady Urological Institute, Johns Hopkins University. 
8°, cloth, 232 pp., with 49 illustrations. Baltimore: Wil- 
liams & Wilkins Company, 1940. $3.50. 


Gynecological and Obstetrical Pathology, with Clinical 
and Endocrine Relations. By Emil Novak, A.B., M.D., 
D.Sc. (Hon., Dublin), associate in gynecology, Johns Hop- 
kins School of Medicine, and gynecologist, Bon Secours 
and St. Agnes hospitals, Baltimore. 8°, cloth, 496 pp., 
with 427 illustrations. Philadelphia: W. B. Saunders Com- 
pany, 1940. $7.50. 


Atlas of Cardioroentgenology. By Hugo Roesler, M.D., 
associate professor of roentgenology and cardiologist in 
the Department of Medicine, Temple University School 
of Medicine and Hospital, Philadelphia. F°, cloth, 124 pp., 
with 166 illustrations. Springfield, Illinois: Charles C 
Thomas, 1940. $8.50. 


Diseases of the Digestive System: A textbook for stu- 
dents and practitioners. By Eugene Rosenthal, M.D., lec- 
turer in the medical faculty, Royal Peter Pazmany Uni- 
versity, Budapest, Hungary, with a preface by R. J. V. 
Pulvertaft, M.D., F.R.C.P., reader in pathology, University 
of London, and director of the John Burford Carlill 
Laboratories and curator of museum, Westminster Hos- 
pital School of Medicine. 8°, cloth, 394 pp., with 234 
illustrations, including 104 in color, and 16 tables. 
St. Louis: C. V. Mosby Company, 1940. $8.50. 


Rheumatic Fever: Studies of the epidemiology, manifes- 
tations, diagnosis and treatment of the disease during the 
first three decades. By May G. Wilson, M.D. A publi- 
cation of the New York Hospital and the Department of 
Pediatrics, Cornell University Medical College, New York 
City. 4°, cloth, 595 pp., with 47 illustrations, 76 figures, 
81 tables and 31 charts. New York: Commonwealth 
Fund, 1940. $4.50. 


A Research Conference on the Cause and Prevention of 
Dental Caries: Chicago, Illinois, July 1 and 2, 1938. 8°, 
cloth, 178 pp., with 11 figures, 12 tables, 6 charts and 6 
graphs. Chicago: Good Teeth Council for Children, In- 
corporated, 1940. 
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Combined Textbook of Obstetrics and Gynaecology for 
Students and Medical Practitioners. Revised and rewritten 
by J. M. Munro Kerr, LL.D., M.D., F.R.F.P.&S. (Glas.), 
F.R.C.O.G. Third edition. 8°, cloth, 1192 pp., with 499 
illustrations and numerous x-ray plates. Baltimore: Wil- 
liams & Wilkins Company, 1939. $12.00. 


The revision of this book has been performed by seven 
eminent British co-authors. The volume is compactly 
written and incorporates the present fundamental knowl- 
edge concerning obstetrics and gynecology. Modern facts 
of endocrinology are presented in appropriate portions of 
the text, but little experimental or controversial material 
has been admitted. 

The section on obstetrics comprises almost two thirds 
of the volume. The section on gynecology is divided into 
medical and surgical considerations of this branch of med- 
icine. The medical aspects are presented in sufficient de- 
tail, while in the portion devoted to surgery the illustra- 
tions adequately present the steps in technic. 
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The last chapter is devoted to modern roentgenological 
technic in obstetrics and gynecology. It presents all the 
essential advances made during the past five years. 

This text is an excellent standard treatise on the com- 
bined specialties of obstetrics and gynecology. It should 
be of great value to all English-speaking students and 
practitioners. Its arrangement should serve as a medel 
for any contemplated one-volume treatise on these subjects. 


Compendium of Regional Diagnosis in Lesions of the Brain 
and Spinal Cord: A concise introduction to the principles 
of localization of diseases and injuries of the nervous 
system. By Robert Bing. Translated and edited by Webb 
Haymaker. 11th edition. 4°, cloth, 292 pp., with 125 il- 
lustrations and 7 plates. St. Louis: C. V. Mosby Com- 
pany, 1940. $5.00. 

Bing’s book on regional diagnosis in lesions of the 
brain and spinal cord has long been a standard introduc- 
tory text in this country. It is now in its eleventh edition. 
Under new form, and by a new translator, the present 
volume is welcome. The book is accurately written; it 
can be recommended to medical students and physicians. 


Sexual Pathology: A study of derangements of the sexual 
instincts. By Magnus Hirschfeld, M.D. Authorized 
translation by Jerome Gibbs. 8°, cloth, 368 pp. New 
York: Emerson Books, 1940. $2.95. 


This book is one of the standard texts on the subject, 
taking its place with that by Krafft-Ebing. Formerly 
published in three large volumes, the present issue is an 
abridgment, giving the essentials as depicted by Hirsch- 
feld, formerly of the Institute of Sexual Science in Ber- 
lin. The book is well printed and can be recommended 
as an exposition of the subject, although few will agree 
with all the author’s conclusions. 


Cancer with Special Reference to Cancer of the Breast. By 
R. J. Behan, M.D., Dr. Med. (Berlin), F.A.C.S. 4°, cloth, 
844 pp., with 168 illustrations and 80 tables. St. Louis: 
C. V. Mosby Company, 1938. $10.00. 


In this book the author presents an admirable summary 
and digest of the present state of our knowledge of can- 
cer of the breast. Every aspect of the subject is thoroughly 
reviewed; in all there are more than 3700 references to 
the literature. The author’s own considerable experience 
is included, particularly in the sections devoted to opera- 
tive treatment, radiation and end results. 

The volume contains little that is new or unusual, but 
it should be very useful as a reference work to students, 
teachers and surgeons. 


Physiological Chemistry: A textbook for students. By Al- 
bert P. Mathews, Ph.D. Sixth edition. 8°, cloth, 1488 pp., 
with 112 illustrations. Baltimore: Williams & Wilkins 
Company, 1939. $8.00. 


Today, in a great many respects, the biological sciences 
and biochemistry are transforming medicine into a sci- 
ence. Certainty is thus replacing the art of guessing in 
diagnosis and treatment of disease. So far, a consider- 
able number of texts have been presented in the field of 
biochemistry. The majority of the American books are 
excellent digests of the subject, and the numerous reprint- 
ings bring the field of biochemistry fairly well up to 
date. The book written by Mathews is most readable, and 
fortunately the subject is given in a way that is easy to 
understand. To each section is added an excellent bib- 
liography. This book combines the subjects of biochem- 
istry and physiology more closely than do some of our 
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American books. The present edition is greatly improved 
over the previous editions, and the reviewer can find noth- 
ing but praise for it. 


Human Helminthology. By Ernest Carroll Faust, M.A, 
Ph.D. Second ed. 8°, cloth, 780 pp., with 302 illustra. 
tions. Philadelphia: Lea & Febiger, 1939. $8.50. 

This book, well known to and favorably considered by 
parasitologists, now appears in a thoroughly revised and 
enlarged edition. The general arrangement closely fol- 
lows that employed in the first edition. A valuable ad- 
dition, particularly for the physician and the medical 
student, is the section on anthelmintics. An extensive 
and carefully compiled bibliography makes up the final 
chapter, a departure and improvement over the earlier 
publication. The book is pleasantly free from typograph- 
ical errors and is well indexed. The illustrations are, 
as a rule, excellent, but to those familiar with the litera- 
ture, many of the “adaptations,” “original adaptations” 
and “originals” appear to be line-drawing copies of orig- 
inal figures. It is apparent that only a very small portion 
of Figure 73 (page 182) is original. 

Contrary to current opinion, Taenia confusa is held to 
be distinct from T. saginata. Unfortunately, neither dis- 
cussion nor mention of the careful morphological study 
by Anderson on the matter, in which it is concluded that 
T. confusa is a variation and synonym of T. saginata, is 
made in the text, although its reference is included in the 
bibliography. According to Figure 169 (page 323), 
echinococcosis in man and reservoir hosts exists from 
“border to border and coast to coast” in the United States, 
thus giving the impression that this is one of our major 
problems in parasitology exceeding that of hookworm, 
similarly illustrated in Figure 214 (page 428); however, 
according to Magath’s survey, the situation is not alarm- 
ing, for only 22 of 482 human infections reported from 
1808 to 1937 were acquired in North America, namely, 
in Canada and in the United States. 

The book presupposes some previous knowledge of para- 
sitology. It will continue to be a preferred textbook for 
advanced courses in this subject and a valuable desk ref- 
erence for physicians. 


Ways to Community Health Education. By Ira V. His- 
cock, C.P.H., A.M. The Commonwealth Fund. 8°, 
cloth, 306 pp., with 85 illustrations. New York: Oxford 
University Press, 1939. $3.00. 

This volume discusses in detail the various methods of 
conducting educational campaigns in public health. In 
the introduction the author states, “The final test of health 
education is not how much information is distributed but 
the extent to which behaviour is influenced.” Throughout 
the volume he has discussed the methods used to accom- 
plish this objective. Special chapters are devoted to the 
public meeting, the. newspaper, the radio, the exhibit, and 
the motion picture. Examples of existing programs are 
discussed; among these is the Co-operative Cancer Con- 
trol Committee Program in Massachusetts. 

In the appendix a composite picture of a local program 
of health education is outlined by the health commission- 
er of a middle-sized southern city. The appendix also 
contains sources of material for public-health education 
and suggestions regarding the purchasing of printing. 
Bibliographies for further reading are appended to the 
various chapters. 

This book should be of material value to the workers 
in public-health education and of considerable interest to 
physicians and others desirous of keeping abreast of the 
trends of this subject. 


